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Hygiene and Public Health 


993. Laboratory Procedure for Evaluating Practical 
Performance of Quaternary Ammonium and Other Germi- 
cides Proposed for Sanitizing Food Utensils 

G. R. Weber and L. A. BLack. American Journal of 
Public Health {Amer. J. publ. Hith] 38, 1405-1417, Oct., 
1948. 42 refs. 


A number of germicides commonly used to sterilize 
food utensils were examined by a comparatively simple 
technique which could be introduced into any bacterio- 
logical laboratory. The authors emphasize the import- 
ance of a germicide which is effective in a very short 
period. Experiments were made to decide how many 
bacteria should be used in any approved test and what 
value accrues by using more elaborate techniques. 

Scott Thomson 


894. Employment of Iodine for Disinfection of Drinking 
Water in Areas of Endemic Goitre. (I]pHmenenue uvona 
ckoro 306a) 

B. KHAZAN. Tvruena u Canutapusa [Gigiena] 
No. 9, 6-9, Sept., 1948. 


- It has been established by many authors that the inci- 
dence of goitre in a locality is inversely correlated with the 
iodine level in food and drinking water in such a locality. 
For this reason the author set himself a double task in his 
investigation of the areas of endemic goitre in the Tadzhik 
§.S.R.: (a) effectively to destroy the harmful bacterial 
flora in drinking water; and (db) to provide the inhabi- 
tants with additional amounts of iodine in their drinking 
water as a means of preventing the occurrence of goitre. 
In the first experimental series, to test the bactericidal 
effect of iodine, samples of drinking water obtained from 
the irrigation runnels were treated with Lugol’s solution, 
with a 0-02°% aqueous solution of iodine, and with vary- 
ing concentrations of iodine and chlorine. The disin- 
fecting efficacy of iodine was also compared with that of 
chlorine. To test the bactericidal power of Lugol’s 
solution and of an aqueous 0-02% solution of crystalline 
iodine, use was made of natural water samples and of 
those artificially infected with a mixture (300,000 micro- 
organisms per ml.) of Bacterium coli, Salmonella sp., 
and Shigella paradysenteriae. The amount of free 


iodine varied from 2 to 5 mg. per litre of water, and the 
period of contact, after which the bactericidal effect was 
checked, was 120 minutes. No pathogenic organisms 
were found after this period, the Bact. coli titre varying 
from 0-01 to 100, while the disinfecting efficacy of 
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chlorine alone in the same amounts was equal to that of 
Lugol’s solution and 0-02% aqueous solution of crystal- 
line iodine. It is calculated that the daily intake of 
iodine (if water be disinfected with Lugol’s solution), 
excluding the amounts of iodine consumed with food or 
absorbed from the air, would then vary from 350 to 930 
pg., a daily dose which could hardly exert any toxic 
effect on the human organism. 

Since it has been pointed out by other workers that 
administration of massive doses of iodine may cause 
symptoms of hyperthyroidism, the aim of the second 
experimental series was to find a suitable combination of 
chlorine and iodine which, while effectively destroying 
the pathogenic bacterial flora in drinking water, would at 
the same time provide a sufficient daily iodine supple- 
ment within the physiological limit—that is, 100 to 150 


. pg., Sufficient to prevent the occurrence of goitre. The 


author accomplished this by using equal parts in an 
aqueous solution. A complete bactericidal effect was 
attained, after contact period of 120 minutes, with a 
combination having a concentration of 2 mg. per litre of 
distilled water infected with 300,000 organisms of Bact. 
coliiniml. The total amount of the same combination, 
to attain the same effect in water samples obtained from 
the irrigation runnels, was 5 mg. per litre, and with 
samples of ordinary river water no more than 2:5 mg. 
per litre was needed. 

The method was tested in practice, in a small-scale 
piped water supply for garrison troops in an area of 
endemic goitre, with satisfactory results. A disadvantage 
is the need for strict control of the amount of iodine 
(which must be present only in very small concentrations) 
in drinking water; this entails somewhat comnticated 
calculations, as well as a double laboratory control of the 
residual chlorine and iodine, H. P. Fox 


895. Disinfection of Tuberculous Sputum and Linen with 
Activated Chloramine Solutions. ty6e- 
pacTBopaMH xmOpaMHHa) 

O. P. ArxHipova. Ty6epxyzesa [Probl. 
Tuberk.] 2, 50-56, 1948. 


Experiments on disinfection were made with pure 
cultures of Mycobacterium tuberculosis and with infected 
sputum and linen. The bactericidal power of aqueous 
solutions of chloramine was enhanced by adding to them 
an equal amount by weight of ammonium chloride, 
sulphate, or nitrate. Pure cultures of Myco. tuberculosis 
were killed in the activated 0-05 and 0-1% solutions of 
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chloramine, in 2 hours and 1 hour respectively; in the 
non-activated 1% solution the organisms survived for 
over 2 hours. The following solutions were suitable for 
effective disinfection of the collective samples of tubercu- 
lous sputum: a 2% solution of chloramine with 2% of 
activator (exposure for 4 hours in the ratio 2 parts of the 
solution to 1 part of the sputum) and 2-5% of activated 
chloramine (exposure for 2 hours in the same ratio). 
The activated solutions rapidly and fully homogenized 
the sputum, thus facilitating disinfection and subse- 
quent washing of the containers. Under practical condi- 
tions, steeping for 1 hour in a 1% activated solution of 
chloramine, at 18° to 20° C. with 5 litres of the solution 
per kg. of infected linen, ensured its complete disinfection. 
Under the same conditions, a complete disinfection of 
linen was effected with a 3% non-activated solution in 
3 to 4 hours; it is recommended that handkerchiefs 
should be treated separately, the time of exposure being 
double that of the infected linen. H. P. Fox 


896. Practical Air Disinfection by Hypochlorite in the 
Prevention of Cross-infection. (With Special Reference 
to Infantile Enteritis and Diarrhoea) 

A. H. Watters. Irish Journal of Medical Science [Irish 
J. med. Sci.) 6, 632-643, Sept., 1948. 10 figs. 


The author discusses the application of hypochlorite 
vapour for air disinfection in order to prevent cross- 
infection of infants with gastro-enteritis. As the actual 
aetiology of this particular disease, has not been deter- 
mined, and as the history of hospital epidemics often 
suggests that the disease may be disseminated through 
the agency of intestinal excretions rather than by aerial 
contamination, it seems doubtful if air disinfection could 
be effective in controlling outbreaks. It is suggested 
that the agent of this disease can be distributed by: 
(1) infected dust in the atmosphere, arising from linen, 
napkins, etc.; exhaled droplets from patients and staff 
and from the floors; (2) respiratory infection through 
a linen mask; and (3) airborne infection of food. A 
brief history is given of the use of hypochlorite vapour, 
and attention is called to the development of suitable 


apparatus for its application. J. Smith 
897. Bacteriology of Hospital Wards 
J. Hincston. Jrish Journal of Medical Science [Irish J. 


med. Sci.] 6, 611-631, Sept., 1948. 


This paper reports an investigation in Eire into (1) the 
natural flora of wards, (2) the control of air bacterial 
flora by means of hypochlorite vapour, and (3) the control 
of air bacterial flora by means of oiling of floors and bed- 
clothes. 

A comparatively simple technique was adopted for the 
demonstration of organisms. Blood agar plates were 
exposed for 5, 10, and 15 minutes to collect air bacteria. 
Swabs, used to collect material from floors, walls, and 
furniture, were also plated on blood agar, and the bed- 
clothes were shaken over plates of the same type of culture 
media. After incubation the various colonies were 


identified by the usual methods. 
The bacterial flora of five wards—the Red Ward in the 
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Rotunda Hospital, a ward in the National Children’s 
Hospital, another in St. Clare’s Children’s Hospital, a 
ward in Fairy Hill Hospital, and finally the puerperal 
fever ward in the Rotunda Hospital—was compared, 
A variety of organisms were obtained, and different 
organisms predominated in different wards and materials, 
Staphylococcus aureus and albus, Bacterium coli and 
Aerobacter aerogenes being usually the most numerous, 


-and such organisms as Streptococcus pyogenes being 


comparatively scanty except in the air of the puerperal 
fever ward. 

The bacterial flora before and after the use of hypo- 
chlorite vapour was studied in the Premature In- 
fants Unit and the Green Ward of the Rotunda 
Hospital. In general the hypochlorite vapour was found 
to be efficient in reducing the bacterial content of air in 
regard to both pathogenic and non-pathogenic organisms, 
It was simple and cheap to apply, but the apparatus for 
its application had to be effectively controlled and 
maintained. The control tests and the experiments on 
oiling of floors and bed-clothes were carried out at Fairy 
Hill Hospital. The application of oil to floors and bed- 
clothes was also found to be fairly efficient in reducing 
the bacterial content, but not so effective as hypochlorite 
vapour. Further, oiling showed the usual disadvantages 
in producing dirty floors and difficulties in connexion 
with the washing of blankets, and the smell of the material 
was objected to by both staff and patients. J. Smith 


898. B.C.G. Vaccination by Rosenthal’s Method, 
(BCG-vaksinasjon med Rosenthals metode) 

E. Etertsen. Nordisk Medicin [Nord. Med.] 39, 
1671-1673, Sept. 17, 1948. 1 fig., 2 refs. 


The author reports the results of B.C.G. vaccination by 
Rosenthal’s method of 10,000 volunteers in Bergen since 
1941. 

The technique is to clean the left upper arm with ether, 
apply B.C.G. (20 mg. per ml., as for percutaneous injec- 
tion) over an area of 35 cm., prick and scratch with 
Birkhaug’s 8-pointed needle five times, and then cover the 
area with a piece of sterile rice paper, after which it is dry 
in 5 minutes. In tuberculin-negative people, small bright 
red papules appear after 10 to 20 days; they may become 
pustular but dry up and peel in 2 months. The method 
is not painful and is quick; patients may complain about 
the cosmetic effect of the initial reaction but prefer not to 
have injections which also, in military practice at any rate, 
tend to cause sepsis. 

Results of B.C.G. injections in Oslo (Hertzberg, Nord. 
Med., 1946, 29, 289) showed that 98 to 99-5% of subjects 
became Mantoux-positive (1 mg.); of 7,894 people 
vaccinated by Rosenthal’s method 95% gave positive 
reactions 2 months later and of the 901 vaccinated in the 
last 6 months 99-3% gave positive reactions, while 3 of 
the 6 negative reactors gave positive early reactions to the 
test with B.C.G. described by Ustvedt and Aanonsen 
(Tidsskr. Norske Laegeforen, 1948, 68), which is con- 
sidered to be more specific than the Mantoux test. 
Only three-quarters of those tested, however, gave 
positive Pirquet reactions. It is stressed that there was 
no correlation between the strengths of the Pirquet and 
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Mantoux reactions, or between the appearances of the 
vaccination site and the result of the “tuberculin tests. 
Those vaccinated must therefore always be tested after- 
wards. The duration of the effect of B.C.G. is difficult 
to judge but those vaccinated successfully in 1941 were 
radiographed and Mantoux-tested annually, and over 
5 years never less than 90% were still Mantoux-positive 
and no radiological signs of tuberculosis appeared. 

As regards the prophylactic effect of B.C.G., the inci- 
dence of primary manifestations and progressive tubercu- 
losis in the 1,823 people who volunteered for vaccination 
in 1941 was 4-4 per 1,000 compared with an incidence of 
21-6 per 1,000 in fellow townsmen of the same age groups 
who were not vaccinated. A. M. M. Wilson 


899. Development and Persistence of Tuberculin Reaction 
After B.C.G. (Tuberkulinreaktionens uppkomst och 
persistens efter BCG-vaccination) 

J. Nordisk Medicin (Nord. Med.] 39, 1673- 
1676, Sept. 17, 1948. 7 refs. 


The author reports ‘his results of B.C.G. vaccination 
in 400 cases by intracutaneous injection of 0-05 mg., 
later in the series the amount being increased if necessary 
to ensure a bleb of 10x10 mm. Tuberculin sensitivity 
was estimated by the Mantoux test (1 mg.). 

By continuing to test at monthly intervals those who 
at 2 months after B.C.G. vaccination were Mantoux- 
negative, he showed that only 80% of those who became 
positive did so in 2 months, and that even those positive 
at 2 months showed on the whole more marked reactions 
at 4 months. For investigation of persistence of tuber- 
culin reactions the author divided the subjects into 2 
groups, depending on whether they were or were not 
exposed to tuberculous infection. Of the 74 individuals 
considered to be exposed to infection, all remained 
Mantoux-positive. Of the 376 not so exposed, 61 (23%) 
became negative, most of them within 4 years. This 
accords with a previous observation of the author that 
the strength of the reaction in healthy people falls off if 
they are removed from a tuberculous environment. 
Térnell (Acta tuberc. scand., 1948, 21, 241) considers that 
1 in 1,000 naturally acquired positive Mantoux reactions 
may revert to negative; from his figures the author agrees 
with Térnell that in contrast about 18% of positive 
reactions due to B.C.G. will so revert. He therefore 
stresses the importance of testing those vaccinated with 
B.C.G. regularly over a period of years. 

A. M. M. Wilson 


900. Survival of Mycobacterium tuberculosis in Swiss 


Brands of Cheese. (Die Lebensfahigkeit von Myco- . 


bacterium tuberculosis in schweizerischen K4sesorten) 

P. KAstut. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie [Schweiz. Z. Path. Bakt.] 11, 408-413, 
1948. 7 refs. 


The time of survival of Mycobacterium tuberculosis 
in certain brands of cheese has been the subject of a 
number of papers in Germany, Switzerland, and U.S.A. 
These investigations were carried out by infecting cheeses 
artificially with tubercle bacilli; it was found that the 


organisms survived for from 33 to 40 days in Emmental 
cheese and from 220 to 261 days in Cheddar cheese. 

The author mixed milk containing 1 to 100 tubercle 
bacilli per ml. from cows with tuberculosis of the udder 
with other, pooled, milk and tested the manufactured 
cheeses by injecting guinea-pigs with emulsions of these 
cheeses. Half a gramme of cheese was emulsified in 1 ml. 
of sodium citrate for these animal experiments. It was 
found that soft cheeses like Camembert, which are con- 
sumed 2 to 6 weeks after manufacture, contained tubercle 
bacilli until they became fluid owing to proteolysis, that 
is, during the period of their fitness for sale. Tilsit 
cheese, which is passed on to the consumer 6 to 8 weeks 
after manufacture, may contain tubercle bacilli up to 
120 days, while in Emmental and Greyerz cheese tubercle 
bacilli were only found for 5 to 22 days respectively. 
These last 2 brands of cheese go through a 5-months’ 
ripening process before being sold, and are consequently 
not dangerous from a public health point of view. 
Different methods of manufacture for the individual 
brands of cheese do not account for the great differences 
in viability of tubercle bacilli, for the organisms can be 
found in a virulent form for at least 24 hours after the 
completion of manufacture. The authors consider that 
the low content of water (35 to 36%) in Emmental and 


Greyerz cheese may be of importance. They further — 


suggest that proteolytic micro-organisms in the cheeses 
produce bactericidal substances inhibitory to tubercle 
bacilli and they also quote the fact that certain lactic acid 
streptococci have a marked antibiotic action on tubercle 
bacilli. 

[This investigation is interesting not so much for the 
subject referred to in the title as for some facts which 
were noted while this industrial research was being 
carried out.] K. S. Zinnemann 


\ 
901. How Long Does Immunity to Diphtheria Last? 
E. EICHELBERGER. American Journal of Public Health 
[Amer. J. publ. Hith] 38, 1234-1238, Sept., 1948. 10 
refs. 


Examination of the statistics for diphtheria in certain 
States of the U.S.A. for the years 1945 and 1946 showed, 
with one exception, an incidence of between 20 and 32% 
in children under 5 years of age, while between 40 and 60% 
of cases oceurred in the age group 5 to 19, the incidence 
being somewhat. higher between 5 and 9 than between 
10 and 19. This reflects the recognized tendency for the 
disease to become more prevalent among older age 
groups, while a survey of 956 school children indicated 
that just under 30% had been immunized. It was thought 
advisable to evaluate the duration of immunity in artifi- 
cially immunized children. Two groups were investi- 
gated, those 12 to 14 and those 14 to 18 years of age. 
In the younger group consisting of 1,250 children, 20% 
were Schick-positive: of 1,119 elder children, 18% were 
Schick-positive. A small group of teachers contained 
51% positive reactors. 

The Schick-positive pupils were given a booster dose of 
0-5 ml. alum-precipitated toxoid. No untoward reaction 
occurred and it is considered that this dose is safe in this 
age group. The teachers received a dose of 0-1 ml., and 
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two had a local as well as a generalized reaction. A 
Schick test reveals the presence of 0-004 unit of antitoxin 
per ml. Test toxin was introduced from a tuberculin 
syringe and the reaction read after 1 week. Pseudo- 
reactions occurred in many pupils. The true positive 
reactions persisted with some Guccietation and des- 
quamation. 

The results support previous findings that diphtheria 
immunization is not life-long and that booster doses 
must be employed, particularly after any outbreak of 
diphtheria in a community. G. T. L. Archer 


902. Cancer Mortality among Males and Females in 
Denmark, England and Switzerland. III. Cancers of 
Accessible and Inaccessible Sites 

J. CLEMMESEN and T. Busk. Cancer Research [Cancer 
Res.] 8, 129-134, March, 1948. 8 refs. 


In previous studies the authors showed that in Europe 
around 1938 Switzerland had the highest crude cancer 
mortality rate for the total population and for males, 
and the third highest rate for females; that England was 
second, with identical rates for both sexes; and that 
Denmark came next, with the highest rate for females and 
the sixth highest for males. Comparisons of age distribu- 
tion confirmed that these differences in the sex incidence 
of cancer mortality were due mainly to deviations of 
male cancer mortality, whereas the figures for females 
showed similar variations in the opposite direction to 
those for males, thus tending to increase the international 
differences in the sex proportions. 

In the present study the authors inquire which forms 
of cancer—those in accessible or inaccessible sites— 
are responsible for the differences amongst these 
countries. Accessible cancers are those which can be 
diagnosed with a fair degree of certainty without compli- 
cated methods. Gastric cancer is grouped separately 
under “‘ inaccessible’’. It was found that subtraction of 
the figures for gastric cancer from the total eliminated 
the differences in the mortality curves for all cancers for 
men in the case of Switzerland and England, and for 
women in the case of Denmark and England. Subtrac- 
tion of the figures for gastric cancer from all inaccessible 
cancers in women resulted in coincidence in the curves 
for all three countries. It is therefore concluded that 
gastric cancer in the male is mainly responsible for the 
differences between Switzerland and England, and that a 
difference in female mortality from gastric cancer is 
, similarly responsible for that between Denmark and 
Switzerland. F. A. E. Crew 


VITAL STATISTICS 


903. Significance of Nuptiality with Respect to 
Interpretation of Sex Differences 

M. M. JoHNsTONE and M. E. Hosker. British Journal of 
Social Medicine [Brit. J. Soc. Med.] 2, 106-122, July, 
1948. 3 figs., 10 refs. 


It is established that sex differentials with respect to 
diseases exist. In illustration of this the authors show 
that mortality, as between males and females, is higher 


- C. R. WIL 
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among males of all ages from tuberculosis of bones and 
joints, pneumonia, bronchitis, and appendicitis; among 
adult males from peptic ulcer and suicide; among males 
under 15 from acute nephritis; among adult females from 
diseases of the thyroid and parathyroid, diabetes, and 
pernicious anaemia; and among females under 15 from 
whooping-cough. Mortality from respiratory tubercy- 
losis shows an excess of female deaths in early adult life 
and an excess of male deaths in middle age and later 
life. 

It is broadly true that the daily regime and the mor- 
bidity of the single woman conform more to those of the 
male than do those of the married woman. The authors 
examine the possibility that differences which distinguish 
women as a whole are appreciably attributable to occupa- 
tional status. They therefore compare the mortality 
experience of single with that of married women, having 
regard to the age of the relative population at risk, 
They find that at all ages married women suffer a higher 
mortality from cancer of the uterus; that from the age of 
about 45 they suffer a higher mortality from diabetes; 
that they have a rather lower mortality from bronchitis — 
and pneumonia and a conspicuously lower mortality 
from tuberculosis, peptic ulcers, cancer of the breast, 
pernicious anaemia, and suicide. They quote certain 
Australian statistics which indicate that the ratio of 
deaths from cancer of the breast to deaths from cancer of 
the uterus amongst childless married women is more akin 
to that amongst married women than to the correspond- 
ing ratio amongst single women. The records of the 
Registrar-General for England and Wales show that 
mortality from cancer of the breast is highest in social 
class I, while that from cancer of the uterus is highest in 
class V, this being true for both married and single 
women. 

Marriage would appear to be a healthy occupation, 
since married women suffer a higher mortality than single 
women and men from only two diseases—diabetes and 
cancer of the uterus. With the exception of appendicitis, 
every disease which causes a higher mortality amongst 
men than amongst women also causes a higher mortality 
amongst single than amongst married women. _ It follows 
that occupation must play some part in determining the 
differential risk of these diseases to men and women. 

[This paper, while offering few conclusions which are 
in themselves decisive, indicates a new line of profitable 
research.] F. A. E. Crew 


INDUSTRIAL MEDICINE 


904. Radiation Hazards in Industry 

Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.| 30, 294-299, Sept., 1948. 
9 refs. 


X-ray installations in industry may be classified on the 
basis of voltage. A large majority of industrial x-ray 
units are operated at voltages below 400 kV. High- 
voltage x-ray equipment (1,000,000 and above), because 
of extreme penetrating power, is used in industries making 
large castings, pressure vessels, and the like. Most 


installations are in completely enclosed areas having 
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thick concrete walls, but the low-voltage units, especially 
if home-made, are often not adequately shielded. 

As regards individual industries, shoe-fitting fluoro- 
scopes have been used for several years for fitting shoes. 
The units usually consist of a 50-kV x-ray tube, housed 
in a lead-lined case having an opening for the customer 
to place his feet, and three viewing openings. Values 
ranging from 0-5 to 5-8 r per second have been observed, 
so that in a 20-second exposure it is possible to deliver 
more than 100 r to a foot. Leakages from the cabinet 
may affect persons near by, though the total exposure 
does not usually reach 0-1 r each day. 

Anti-theft fluoroscopes have been designed to combat 
theft of tools and parts from industrial plants. Usually 
only 1 person in 25 or 30 is subjected to fluoroscopy each 
day, the average whole-body exposure being about 0-2 r 
per inspection. 

In the radiography of castings and pressure vessels the 
radioactive source is radium sulphate enclosed in a 
hermetically seaied silver capsule. The most common 
sources contain 100 to 200 mg., and the greatest problem 
comes from handling the source by unauthorized persons 
who are ignorant of its nature. Extraordinary pre- 
cautions should be exercised at all times. i 
_ Linear sources of radioactive material have . been 
applied successfully to the control of static electricity in 
textile and other industries. The quantity of static 
electricity removed depends on the intensity of the 
a-radiation. The radium source (ionotron) consists of 
a thin metallic foil with a radium salt incorporated in 
it. The foil is placed in an aluminium housing, and the 
B- and y-radiation given off at the same time as the 
a-radiation is dangerous, requiring adequate protection 
for the workers. Self-luminous paints produce fluor- 
escence when mixed with a phosphor such as zinc 
cadmium sulphide. They are much employed for paint- 
ing dials of watches and other instruments. During 
1940 several thousand persons were employed in the 
industry in the U.S.A. Adequate protection is necessary. 

In the future there are bound to be many developments, 
especially from widespread applications of radio-isotopes 
in industrial processes. Employees must be properly 
protected and radioactive waste products controlled. 

M. Vernon 


905. Hygienic Characteristics of the Production of 
Hard Alloys. xapakTepHcTHKa 
NPOHSBOACTBa TBEPAbIX 

G. M. PARKHOMENKO. CanutTapua 


 [Gigiena] No. 9, 11-16, Sept., 1948. 


Investigations were conducted in plants and industrial 
establishments where workmen handle the ores of 
wolfram, titanium, and cobalt and carbides of these. 
metals. The latter in the finely dispersed state may form 
a stable aerosol. The average size of metal dust par- 
ticles was 1 to 4 yw, and the range of minimal and maximal 
concentration (in mg. per cubic metre) was 5-8 to 63 


_ and 19-1 to 320. The cobalt-containing dust was more 


toxic than other types of hard-alloy dust. The more 
readily soluble cobalt salts had a more pronounced toxic 
effect than the less soluble salts. The following symp- 


toms of chronic cobalt poisoning were seen: vomiting, 
nausea, pain in the epigastrium, allergic skin changes, 
and enlarged liver; albumin and erythrocytes were found 
in the urine and there were catarrhal symptoms in the 
upper respiratory passages. The most noticeable effects 
of prolonged contact with the wolfram (tungsten) dust 
were irritation of the mucous membrane of the upper 
respiratory tract and irritation and hyperaemia of the 
conjunctiva. The dust from a hard alloy containing 
cobalt had no specific effect. In many stages of the 
industrial processes involving the use of the above metals 
or their alloys carbon monoxide fumes are generated. 
The hygienic measures, mainly improvement in techno- 
logical processes so as to reduce or eliminate dust forma- 
tion and generation of dangerous fumes, are discussed; 
and regular medical examination of workers together 
with inspection of the premises is advocated as a means 
of detecting at an early stage the injurious effect of work- 
ing with hard alloys. H. P. Fox 


906. Neurological and Psychotic Symptoms in Silicosis. 
CHMNTOMATONOrHA 
B. N. Serarimov. Hesponatronorua u 
[Nevropat. Psikhiat.] 17, No. 2, 46-49, 1948. 


It has been considered that silicosis is caused by dust 
and neuro-psychiatric factors have not been taken into 


‘consideration. Little notice has been taken of the 


pathological changes in the autonomic nervous system. 
Among the neuro-psychiatric symptoms observed are loss 
of libido, loss of appetite, fatigue, loss of initiative, and 
difficulty of concentration. These symptoms were not 
accompanied by motor disturbances. Some patients 
complained of hearing voices and seeing everything 
coloured yellow. A few had psychosensory disturbances, 
but these could be controlled by intravenous injections of 
glucose with 5% ascorbic acid. Emotionally, patients 
easily lose control and weep readily. There are loss of 
reflexes, tremor of fingers and tongue, and increased 
muscular excitability. 

The changes in the autonomic nervous system were 
investigated. The pupils were often dilated, but the 
reactions to light and on convergence were normal. 
The skin, especially of the extremities, varied in colour 


' from pale blue to reddish-blue and was often dry and 


oedematous. There were no trophic changes, but there 
was loss of hair. The heart rate was altered and the 
tone of the sympathetic nervous system was raised. 
These changes are thought to be of diencephalic origin. 
In order to understand the mechanism of the develop- 
ment of silicosis, it must be remembered that the lungs 
are not only organs of respiration but also possess a 
complex system of sympathetic and parasympathetic 
innervation, connected through the medulla and hypo- 
thalamic region with higher centres.. The lungs are 
equipped with enteroceptive reflexes, in the genesis of- 
which an important part is played by the non-striated 
bronchial muscle. These bronchial reflexes are dif- 
ferently developed in various types of men. In the 
asthenic type, for instance, the bronchial reflexes are 
much weaker than in others. The authors consider that 
an analogy can be drawn between the development of 
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tuberculosis and silicosis. Silica is a non-specific irritant 
causing a functional disturbance in the neuro-receptive 
apparatus of the lungs. This causes reaction in the whole 
autonomic nervous system. This in its turn reacts on 
the higher centres, whose vessels are sensitive to any 
irritant. The conclusion is drawn that in silicosis two 
agents are at work, a toxic and a reflex. 7. Guercken 


907. Thermal Insulation and Comfort Characteristics of 
Fibrous Glass-lined Garments 
C. P. YaGiou. Journal of Industrial Hygiene and 


Toxicology [J. industr. Hyg.) 30, 312-315, Sept., 1948. 
2 refs. 


The recently introduced fibrous-glass-lined garments 
are alleged to offer much warmth with little weight, and 
in order to test this statement the author made some 
exact comparisons on persons exposed to cold at the 
Harvard School of Public Health, Boston, Mass. The 
test garment was a fibrous-glass-lined jacket with 
“ zipper’ front. It consisted of a wind-resistant, water- 
repellent cotton twill shell and a light-weight inner lining, 
with soft laminated fibrous glass quilted between the two 
shells. As fibrous-glass-lined trousers could not be 
obtained, uncoated shearling trousers were used instead. 
Comparative tests were made in which garments made of 
wool-pile fabric were worn. Two subjects were exposed 
for 24 hours to a temperature of —1° F. (—18-3° C.) 
with air movement of 20 to 25 feet (6 to 7-6 m.) per 
minute. Hands and feet were protected from cold by 
electrically heated gloves and socks. It was found that, 
though the fibrous-glass-lined jacket showed a higher 
insulation value, per pound (0-45 kg.) of weight, than did 
two wool-pile jackets, its performance on a thickness 
basis was poor, the mean insulation value being 37% 
lower. The body skin temperatures dropped faster and 
the subjects shivered sooner. Also the glass-lined 
jacket showed a poor resistance to compression. Pres- 
sures which normally occurred in the back and elbows 
of the subjects, who sat on a wooden chair, reduced the 
insulation of glass lining to one-fourth the maximum 
value observed in parts of the jacket not subjected to 
compression. Under similar conditions loss of wool- 
pile insulation was only half as much. An advantage of 
fibrous glass is its relatively low adsorption of body 
moisture, for it was found to be less than half that of 
wool. H. M. Vernon 


908. Mist Control with Addition Agents in Chrome 
Plating 

L. SILVERMAN and R. M. THoMsoNn. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.| 30, 303-306, 
Sept., 1948. 2 figs., 15 refs. 


In addition to exhaust ventilation, several methods 
have been proposed for the reduction of plating-bath 
mist and spray. A new commercial agent, named 
“ no-cro-mist ’, for controlling chromium plating has 
been investigated by the authors. Measurements with 
a standard acid plating solution showed that the agent 
lowered its surface tension from 64 to 26 dynes per cm. 
Performance tests were made with a model plating-bath 


consisting of a glass jar of 34 litres capacity. Lead 
electrodes (0-1 sq. ft.: 0-009 sq. m. in area) were placed 
in the bath, with current densities of 150 to 200 amperes 
per sq. ft. (0-09 sq. m.) of plating surface. Ventilation 
was provided by a canopy hood reaching within 5 cm, 
of the bath edges. Exhaust ventilation gave an annular 
velocity between bath and canopy of 250 feet (76-2 m,) 
per minute. The apparatus was tested for 45 minutes 
without the addition of the agent, followed by a 5-hour 
period with it. The agent at first prevented almost all 
the evolution of mist, the concentration of mist in the 
exhaust duct being reduced from 0-6 mg. per 10 cu. m. 
to 0:0043 mg. At the end of the 5 hours it was still 
less than half the control value. H. M. Vernon 


909. Protection against Radiation Hazards and Maxi- 
mum Allowable Exposure Values . 

K. Z. MorGAn. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 30, 286-293, Sept., 1948, 
4 figs., 41 refs. 


Once a person has received a large total body exposure 
of radiation from radium (say, 1,000r) thereis little known 
to medical science that will prolong his life, and he dies a 
few weeks later. Very few persons, except for the atomic 
bomb casualties in Japan, have died of acute radiation 


exposure. Most of the suffering and fatalities have been - 


the result of chronic exposure, or to radiation products 
that are taken into the body by inhalation or ingestion. 
A more intangible but just as sure fate awaits some 
offspring of parents who have been overexposed to 
radiation. However, because of the unprecedented pre- 
cautions taken in America in the plutonium projects, not 
one of the thousands employed during the last 54 years 
has received any radiation damage. One of the most 
important contributing factors to this safety record was 
the creation, in 1942, of the Health Physics Division, 
composed of physicists, chemists, and engineers. They 
adopted a value of 0-1 r per day as a tolerance dose, and 
it seems that this rate of exposure may be continued for a 
number of years without causing perceptible biological 
damage. However, experiments by Lorenz on mice 
indicated that levels as low as 0-11 r per day might cause 
a decrease in their life span, and might induce ovarian 
tumours. He suggested in 1946 that the permissible 
dose for women exposed to radiation for many years 
should be limited to 0-02 r per 8-hour day. Sievert, in 
1947, thought it advisable to fix the safety tolerance dose 
for general radiation at 0-01 r per day. 


The precautions taken to reduce the radiation exposure 
in plutonium projects consist of concrete walls 6 ft. 


(1-8 m.) in thickness built round the pile. Radiating 
objects are withdrawn from the pile with long rods, and 
the objects are pushed into lead coffins or dropped into 
a deep water canal. Chemical operations on radioactive 
materials are done behind shields, and all manipulations 
are performed by remote control. A monitron is con- 
tinuously in operation, and it sounds an alarm when the 
radiation exceeds 0-1 r per 8 hours. H. M. Vernon 


For Industrial Toxicology, see Section Pharmacology, 
Abstracts 983-4. 
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910. Experiments on Mitochondrial Function. (Experi- 
menteller Beitrag zur Frage der Mitochondrienfunktion) 
H. U. ZoLLINGeR. Experientia [Experientia, Basel] 4, 
313-314, Aug. 15, 1948. 3 figs., 3 refs. 


Mitochondria in cells of kidney tubules were studied 
with the phase-contrast microscope. When intact cells 
were examined in Tyrode and Ringer solutions, and 
also in physiological saline, the mitochondria were seen 
to become granular and to swell. Isolated mitochondria 
from crushed cells appeared vesicular as though a peri- 
pheral membrane had been distended by intake of fluid. 
It is suggested that ** cloudy swelling ”’ results in this way. 
Some hours after the intraperitoneal injection of hen 
albumen into mice hyaline droplets appear in the cyto- 
plasm of the kidney cells. These droplets represent the 
foreign protein stored within swollen mitochondria. 
After vital staining with trypan blue or neutral red the 
swollen mitochondria become coloured. “‘ In this case 
there is a combination of the dye with protein derived 
from a slight lesion of the cells.” _R. J. Ludford 


911. The Organization of the Malignant Cell. I. Proto- 
plasmic Disorganization in Tumour Cells. II. Relation 
of Some Physical, Morphological, and Biochemical 
Characteristics of Tumour Cells to the Disorganization 
of Protoplasm 

A. K. Powe. Journal of the Royal Microscopical 
Society [J. R. micr. Soc.] 66, 35-52 and 53-68, July, 
1948. Bibliography. 


The anaplasia characteristic of tumour cells is thought 
to be brought about by persistent disorganization of 
living protoplasm, especially by the inco-ordination 
of its ultrastructural protein fibrils. Many distinctive 
characteristics of tumour cells are explicable on the basis 
of this hypothesis, even though they were not used in 
its formulation. 

[This important contribution provides a new view of 
neoplastic growth and should be read by all those 
interested. ] G. M. Findlay 


912. Amitotic Nuclear Divisions in Fibrocyte Cultures 
after Administration of Colchicine. (Divisions nucléaires 
amitotiques dans des cultures de fibrocytes aprés admini- 
stration de colchicine) 

O. BucHEeR. Acta Anatomica [Acta anat., Basel] 4, 
60-67, 1947. 4 figs., 39 refs. 


Amitotic nuclear division in tissue cultures of rabbit 
fibrocytes following treatment with colchicine is described. 
It is suggested that a relationship exists between these 
amitotic nuclear divisions and the doubling in volume of 
the cell nuclei observed in the same cultures. 

R. J. Ludford 


913. Action of Colchicine and Chlioral Hydrate on the 
Developing Egg of Triturus helveticus. (Action de la 
colchicine et de ’hydrate de chloral sur I’ceuf de Triturus 
helveticus L. en développement) 


SENTEIN. Acta Anatomica [Acta anat., Basel) 4, 256- 


268, 1947. 5 figs., 37 refs. 


In the developing egg of Triturus helveticus concentrated 
solutions of colchicine (1 in 500) inhibit cleavage quickly 
and gastrulation more slowly. Polyploidy is possible for 
an isolated cell, but a tetraploid nucleus does not seem 
able to divide. Chloral hydrate is a less active mitotic 
poison than colchicine. Its threshold of activity is near 
the threshold of toxicity. It is capable of inducing the 
same type of mitotic aberrations as colchicine, “but 
pyknosis is more frequent with active concentrations. 

R. J. Ludford 


914. Cytologic Studies with the Phase 

III. Alterations in the Nuclei of “* Resting ’’ and Dividing 
Cells Induced by Means of Fixatives, Anisotonic Solutions, 
Acids, and Alkali 

H. U. ZoLwincer. American Journal of Pathology 
[Amer. J. Path.] 24, 797-811, July, 1948. 22 figs., 12 
refs. 


Suspensions of living cells were made in isotonic 
media and the reagents used introduced under the cover- 
glass. Cells were then studied by phase-contrast micro- 
scopy. In living cells normal nuclei are ovoid or spheri- 
cal, whereas nuclei of malignant cells are usually irregular. 
The nucleus consists of a rather thick black membrane, 
a distinct black nucleolus, a chromatin network and 
nuclear sap. Heterochromatic nodes (karyosomes) and 
nucleoli may show feeble Brownian movement. Nucleoli 
of malignant cells are relatively large. 

In the living state the nuclear membrane, nucleolus, 
and chromatin network appear to be colloidal gels fixed 
on a framework of submicroscopic fibrillae; 10 and 
100% formalin, 70 and 95% alcohol, acetone, 5% acetic 
acid, and 0-:2M hydrochloric acid cause these colloidal gel 
structures to coagulate or precipitate, so that refractivity 
and definition are increased. The nuclear substance 
which is thus affected by these reagents is not dissolved 
by 1M sodium chloride, but is dissolved or modified by 
0-5 M ammonium hydroxide. Potassium dichromate, 
3%, causes precipitation of the colloids into discrete par- 
ticles. Distilled water, 1M sodium chloride, 0-05 M and 
0-5 M ammonium hydroxide, sodium hydroxide of pH 
8-3 and higher, 0-1% hexylresorcinol “ S.T. 37”, and 
0-1% “ zephiran”’ cause treated nuclei to’ swell, turn 
hazy, and finally lose their chromatin networks. The 
effect of distilled water is completely reversible; the 
chromatin appears to imbibe water and change to a 
homogeneous jelly. Molar sodium chloride dissolves 
part of the chromatin nucleolus and nuclear membrane; 
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the dissolved substance is precipitated in the form of very 
thin fibrils arranged in bundles. Alkalis produce irre- 
versible changes due to dissolution of the chromatin and 
nucleoli. The primary effect of the surface-active agents 
used appears to be due to an alteration in the permeability 
of cell membranes. 

In untreated cells mitotic figures are distinct and the 
chromosomes appear slightly thicker than in fixed and 
stained material. The bright halo surrounding the 
chromosomes greatly enlarges after exposure to distilled 
water. Such cells contain a large, distinctly outlined, 
cloudy “ vesicle ’’ centrally placed. This observation is 
held to indicate that the nuclear membrane partly persists 
throughout mitosis. The osmotic pressure of the proto- 
plasm appears to increase during mitosis, for the cells 
enlarge while mitochondria and storage granules shrink 
concurrently. The very small black granules of cells in 
division are considered to be the shrunken mitochondria. 
Mitotic spindles were never observed in fresh cells. 

A. K. Powell 


915. The Arteriae Bronchiales and their Anastomoses 
with the Arteria Pulmonalis in the Human Lung; a Micro- 
anatomical Study. [In English] 

M. C. VeERLOoP. Acta Anatomica [Acta anat., Basel] 5, 
171-205, 1945. 15 figs., bibliography. 


The author has made a study of the bronchial arteries 
of normal human lungs. The lungs from post-mortem 
material were injected with a 10% gelatin solution mixed 
with chalk, and paraffin sections were cut after fixation in 
10% formol. The bronchial arteries were studied macro- 
scopically and microscopically. 

The bronchial arteries supply the air passages as far 
as the respiratory bronchioles. A large part of the 
mediastinal interlobular pleura, a small part of the 
diaphragmatic pleura, and a narrow border of the costal 
pleura are supplied by the bronchial arteries; the rest 
of the visceral pleura is supplied by the pulmonary artery. 
Two kinds of arterial anastomoses occur between 
the bronchial and- pulmonary arteries: (1) deep-lying 
anastomoses around the small cartilaginous bronchi; 
and (2) superficial anastomoses in the visceral pleura. 
After leaving the aorta the media of the bronchial 
arteries becomes mainly muscular. Soon after pene- 
tration of the bronchial wall a subendothelial layer of 
longitudinal muscle appears in the intima. The elastica 
interna splits and fibrillae surround the longitudinal 
muscle fibres. Still more peripherally the longitudinal 
muscle increases to such an extent as to make the intima 
much thicker than the media, and the lumen may even 
become quite closed. The structure of the anastomoses 
between the bronchial and pulmonary arteries resembles 
that of the bronchial arteries. Arterio-venous anasto- 
moses were not found in either the bronchial wall or the 
visceral pleura. 

The functional significance of the broncho-pulmonary 
anastomoses before and after birth is discussed. It is 
presumed that when a branch of the pulmonary artery is 
blocked by an embolus or for any other reason the 
bronchial artery will be able to maintain the circulation 
in that region. R. Barer 


916. The Sphincter-Detrusor Mechanism of the Supra- 
renal. (Le dispositif sphinctéro-propulseur de la sur. 
rénale) 

C. VELICAN. Archives d’ Anatomie Microscopique et de 
Morphologie Expérimentale [Arch. Anat. micr.] 31, 
28-40, 1948. 10 figs., 35 refs. 


The author reviews the literature relating to the 
morphology and physiology of the suprarenal veins and 
indicates a wide divergence of opinion concerning the 


action of the longitudinal muscle in their walls. His own 


investigation consists of: (a) a study of the development 
of the suprarenal veins, and (5) a non-experimental 


_ examination of the functional aspects of their structure, 


The work is based upon the examination of a large 
number of isolated sections, serial sections, and plastic 
reconstructions of the veins and glands at various stages. 

The first rudiment of the central vein of the supra- 
renal appears in the 6 mm. embryo (twenty-sixth day) 
above the cephalic end of the mesonephros, a solid endo- 
thelial bud arising from the posterior cardinal vein. 
Canalization begins at the 7-5 mm. stage. On the right 
side the definitive pattern is established by the 18 mm, 
stage (forty-fifth day), on the left side later. The defini- 
tive adult pattern appears when paraganglionic sympa- 
thetic cells are just beginning to invade the cortex. The 
central vein develops solely as a cortical collecting vein. 

Some connective-tissue cells surrounding the endo- 


thelial tube elongate and arrange themselves with their 


long axes parallel to the long axis of the vein. After 
birth these become converted into longitudinal muscle 
fibres. Other cells multiply at the end of the embryonic 
period and build up subendothelial cushions from which 
in the adult sphincter muscles are developed. Dif- 
ferentiation of the longitudinal connective-tissue cells 
into muscle commences, at birth, at the suprareno-caval 
(right) and suprareno-renal (left) junctions and. extends 
(contrary to the direction of blood flow) towards the 
gland. It advances rapidly during the first 3 months of 
postnatal life and thereafter more slowly to completion 
at puberty. At a time when the androgenic zone of 
the cortex is in full physiological involution these 
veins have only a simple fibro-elastic wall. 

The musculature of the suprarenal veins is better 
developed than that of other veins. Bundles of longi- 
tudinal fibres arranged end to end form a complete 
sheath around the vein. At points of confluence of 
tributaries and at the termination of the cortical vein 
itself, certain of these bundles leave the main muscular 
sheath and surround the orifice of the vein in a spiral 
pattern to become inserted into the subendothelial 
connective-tissue cushions, which develop at these 
points. The muscle fibres situated on the caudal aspect 
of the right, and on the lateral aspect of the left, cortical 
vein are especially concerned in the formation of these 
sphincters. The sphincters produce a physiological 
stasis in the gland so that hormones are secreted in high 
concentration into a minimum volume of blood. When 
an appropriate stimulus reaches the gland, the sphincters 
relax and the longitudinal muscle fibres contract and expel 
this concentrated solution of hormones into the general 
circulation. H. Hughes 
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917. Observations on the Urine, Blood and Arterial 
Pressure of Dogs Before and After the Production of 
Renal Ischaemia 

H. Konzetr and E. B. Verney. Journal of Physiology 
[J. Physiol.] 107, 336-345, June 25, 1948. 2 figs., 5 
refs. 


Lockett (J. Physiol., 1946, 105, 126) reported that in 
dogs the partial occlusion of one renal artery was followed 
in a few minutes by the appearance in the urine of the 
contralateral kidney of a substance with pressor activity 
which was never found free in the urine of normal dogs. 
In long-term occlusion experiments, so long as the blood 
pressure remained normal, the substance was present in 
large quantities in the urine but was only present in traces 
in the blood; however, with limitation of the fluid intake 
or after the administration of salts, especially potassium 
salts or chlorides, the blood pressure rose and concomi- 
tantly the concentration of the substance in the urine fell 
while that in the blood increased. The present authors 
{in whose laboratory Lockett’s work was done] repeated 


~ this work; they found that the colour reaction, which 


Lockett used to detect and estimate the pressor substance, 
was given by the urine from normal dogs and that its 
intensity varied not only from dog to dog and from day 
to day but also irregularly with the length of time the 
sample had been standing. They could not demonstrate 
any increased excretion of the substance in either short- 
term or long-term occlusion experiments; administration 
of salts or limitation of fluid intake did not affect the level 
of the excretion in long-term experiments and re-examina- 
tion of Lockett’s data in this connexion show that her 
conclusions were unjustified. Piperidine, found in the 
urine of normal dogs, gives the same reaction as does 
Lockett’s hypothetical substance. W. S. S. Ladell 


918. The Function of the Circulus Arteriosus of Willis 
L. RoGers. Brain [Brain] 70, 171-178, June, 1947. 
3 figs., 15 refs. 


The circle of Willis is almost always a closed ring in 
man, although there is considerable variation in the size 
of the communicating arteries. Willis himself considered 
that the circle was a means of equalizing the circulation 
to the different parts of the brain. 

However, when Kramer (J. exp. Med., 1912, 15, 348) 
injected methylene blue into either a carotid or a verte- 
bral artery in the monkey, he found that the dye remained 
mostly in the distribution of the injected artery. Cere- 
bral arteriography in man supports this observation. 
The author of this paper constructed a working scale 
model of the circle from rubber and glass tubes with 
manometers in the course of each “‘ vessel ’’. Coloured 


solutions were allowed to flow in one “ carotid system ” 
and little or no admixture was observed in the other side 
of the circle. The effects of occlusion of a “ main 
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vessel’? upon volumes and pressures in parts distal to 
the circle were observed. It was concluded that the 
circle of Willis should be regarded as an anastomosis and 
not as an equalizer or distributor of the cerebral circula- 
tion. Should one of the brain vessels contributing to it 
be occluded, the circle provides an alternative channel, 
which is capable of opening up. Since the circle is not an 
equalizer, ligation of one carotid artery in the neck is 
effective in reducing blood flow within an aneurysmal 
sac, whether this lies proximal or distal to the level of the 


- circle. By electroencephalography, it is possible to 


determine whether ligation of the carotid artery will be 
tolerated. If so, the author advocates ligation of the 
common carotid to arrest leakage and protect the 
patient from fatal haemorrhage. The author reports 
6 personal cases treated successfully by this operation. 
Ruth E. M. Bowden 


919. Tropical Fatigue and Warfare 

D. H. K. Lee and R. K. MAcPHERSON. Journal of 
Applied Physiology [J. appl. Physiol.) 1, 60-72, July, 
1948. 2 refs. 


A systematic field study was made of tropical fatigue 
in 1,507 ground crew serving in a combat zone (S.W. 
Pacific Area) and of 250 ground crew stationed in 
southern Queensland. Records were made in each case 
of relevant factors such as pre-embarkation service, 
length of tropical service, incentives, subjective and 
objective estimates of efficiency, nature, intensity and 
duration of work, and medical history. Measurements 
were made and recorded of objective indices such as 
stance, gait and dress, height and weight, circulatory 
reactions to tilting, rate of sweat loss and evaporation, 
Harvard pack test, and subacute exercise test; an 
attempt was made to correlate these factors with length 
of tropical service and other items. Weight loss, skin 
disease, surface brightness of surroundings, and the 
effect of jungle patrols were investigated. The Harvard 
pack test index was reduced by 0-06 unit per week of 
previous tropical exposure and by 0-18 unit per week of 
tropical service; the index rose with the intensity of the 
mental work customarily performed, was associated with 
the subject’s own estimate of his efficiency, and was 
significantly reduced in the driver and despatch rider 
groups. Vasomotor instability was only slightly in- 
creased. Pulse rate and blood pressure were relatively 
unaffected. There was slight but not progressive loss of 
weight, and 57% of personnel (average tropical service 
31-7 weeks) had contracted some skin disease, usually of 
mild or moderate degree. Efficiency was reduced in 
many of the ground crew, as revealed by officers’ replies 
to questions, lowered subjective estimates of efficiency, 
undue complaint by the men of minor disorders, and 
increased demands for medical attention. While climatic 
effects per se are the major causes of skin affections and 
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ntribute to general inefficiency, the observers were led 
to the conclusion that personal and psychological factors 
are of paramount importance, and that much of the 
inefficiency is preventible by realistic handling of such 
factors. R. A. Gregory 


920. Observations on a Mobile Arctic Force. The 
Health, Physical Fitness and Nutrition of Exercise 
** Musk Ox ”’, February—May, 1945 

R. M. Kark, R. R. M. Croome, J. CawTHorpe, D. M. 
Bett, A. Bryans, R. J. MAcBetH, R. E. JOHNSON, 
F. C. Conso.azio, J. L. Poutin, F. H. L. TAYLor, and 
R. C. CoGswett. Journal of Applied Physiology {J. 
appl. Physiol.| 1, 73-92, July, 1948. 3 figs., 20 refs. 


Observations were made on the general health, fitness ~ 


and nutritional state of members of a motorized, air- 
supplied column on a 3,400-mile (5,470 km.) winter 
journey through the Canadian barren lands (Operation 
“Musk Ox’”’, Feb. to May, 1946). General health, 
fitness for hard muscular work, and good nutritional 
state were well maintained. There was no significant 
change in body weight. Values for haemoglobin, serum 
chloride, rate of excretion of chloride, amounts of pro- 
tein, albumin, globulin, and non-protein nitrogen in 
serum, albumin-globulin ratio, urine volume, serum 
ascorbic acid, and urinary excretion of ascorbic acid, 
aneurin, riboflavin, and N'!-methylnicotinamide were all 
within normal limits. No cases of nutritional deficiency 
syndromes were seen. A statistically significant increase 
attributable to exposure occurred in the incidence of 
minor lesions of the skin, lips, and mouth. Small but 
significant increases in serum level of chloride and 
decrease in serum protein, together with increased ex- 
cretion of ascorbic acid occurred; these were interpreted 
as acclimatization changes. Increases in hourly urinary 
excretion of nitrogen, phosphorus, and: creatinine 
occurred when fasting; 4 subjects developed creatinuria 
during the the journey. The calculated daily intakes 
were: 4,400 Calories; 120 g. protein (two-thirds animal); 
520 g. carbohydrate; 190 g. fat; 4,900 iu. vitamin A; 
2:2 mg. aneurin (thiamine); 2-8 mg. riboflavin; 26 mg. 
niacin; and 50 mg. ascorbic acid. This proved adequate 
for the needs of the operation. R. A. Gregory 


921. Inulin Volume of Distribution as a Measure of 
Extracellular Fluid in Dog and Man ; 

M. Gaupino, I. L. ScHwartz, and M. F. Levitt. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 507-511, 
July—Aug., 1948. 22 refs. 


The authors measured the extracellular volume of 
water in active interchange with the plasma fluid in dogs 
and man. The chief substance used was inulin. Results 
are also given for radioactive sodium, thiocyanate, and 
bromide. The authors consider that inulin gives the 
truest picture, as the other substances enter the tissue 
cells in a greater or lesser amount. 

The difficulty of the slow rate of diffusion of inulin 
combined with its rapid excretion by glomerular filtration 
was overcome by a primary injection followed by a 


constant intravenous infusion for some hours, adequate 
to compensate for the excretion and continued long 
enough to ensure uniform distribution throughout the 
extracellular space. The authors estimated the concen- 
tration of inulin in the blood plasma when equilibrium 
had been reached, and obtained their results by com- 
paring this figure with the total amount of inulin re- 
covered from the urine. They find by using the inulin 
method that the extracellular volume of water averages 
21-6% of the body weight in dogs, and 15 to 16% of the 
body weight in man. The figures yielded by the use of 


-sodium, thiocyanate, and bromide in dogs and thio- 


cyanate in man were larger and more variable. 
R. P. Foggie 


CIRCULATORY SYSTEM 


922. The Mechanism of Haemostasis in Peripheral 
Vessels 

T. I. CHen and C. Tsat. Journal of Physiology. {J. 
Physiol.] 107, 280-288, June 25, 1948. 13 figs., 16 refs. 


This paper describes the changes seen in the peripheral 
blood vessels of rabbits, frogs, and toads after pressure, 
puncture, or severance. In the rabbit’s ear pricking 
caused a vasoconstriction lasting 10 to 30 seconds and 
affecting the whole pinna; this was not seen if the ear 
was denervated. Puncture of, or pressure on, either 
intact or denervated arteries of the rabbit’s ear, mesen- 
tery, or brain resulted in strong local constriction, lasting 
for up to 6 minutes after pressure and up to 15 minutes 
after cutting. The constriction extended for up to 3-3 
mm. on each side of the injury and persisted longer—for 
as much as 1 hour—if the clot that formed initially was 
allowed to remain. When the animal had been pre- 
viously given dicoumarol bleeding began again when the 
constriction passed off but this did not occur in the 
heparinized animal. 

The chief factor in capillary haemostasis was adhesion 
between the endothelial walls, strictly localized to the 
point of injury or pressure. Capillary contractility was 
not seen except in the frog’s web. Venous haemostasis 
was effected by the formation of a platelet plug below the 
puncture; small plugs were washed away in from a half- 
hour to 7 hours; large plugs filling the entire lumen were 
gradually canalized over several days. Endothelial 
adhesion was also seen in the veins. 

The authors stress the importance of endothelial 
adhesion in capillary haemostasis and suggest that other 
workers have mistaken this adhesion for active contrac- 
tion. W. S. S. Ladell 


923. Variation of Total Circulating Hemoglobin and 


Reticulocyte Count of Man with Season and Following — 


Hemorrhage 

R. L. Post and C. R. SpEALMAN. Journal of Applied 
Physiology [J. appl. Physiol.| 1, 227-233, Sept., 1948. 
5 figs., 12 refs. 


This paper comes from the School of Medicine of 
the University of Pennsylvania. The total circulating 
haemoglobin and the plasma protein concentration were 
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determined in 4 men, aged between 21 and 38 years, at 
fortnightly intervals over the period May, 1946, to 
September, 1947; reticulocyte counts were also made on 
the same subjects at similar intervals from November, 
1946, to August, 1947. Total haemoglobin was esti- 
mated by measuring blood carboxyhaemoglobin concen- 
trations before and after administering a known quantity 
of carbon monoxide; haemoglobin concentrations were 
measured photometrically, and plasma protein concentra- 
tions by specific gravity estimations. A rise of 6 to 11% 
in the total haemoglobin was found in 3 subjects during 
the summer of 1946, but there was no such increase in the 
following summer, although the climatic conditions in the 
two years were very similar, except for a greater humidity 
in 1947. An increase in the reticulocyte count was 
found in 2 subjects during experimental exposure to heat 
in winter, in all 4 subjects four days after a single hot day 
in spring, and again in 2 subjects during July, 1947; 
but there was no consistent relation between the reticulo- 
cyte count and the environmental temperature. Al- 
though these findings suggest that there may be a slight 
increase in haemoglobin in warm weather, the authors 
conclude that no large seasonal variations occur. 

The same estimations were made in 4 other men, aged 
between 23 and 26 years, after the total haemoglobin 
had been reduced by 8 to 12% by taking 500 ml. of blood 
from a vein. Regeneration of haemoglobin was almost 
complete after 4 weeks, although the haemoglobin con- 
centration was then 6% below the original level, suggest- 
ing the possibility that blood volume may become larger 
than normal for a time after haemorrhage. The reticulo- 
cyte count rose from a normal of 6-7 to a maximum of 
18 per 1,000 red cells on the fourteenth day. The relation 
between the reticulocyte count and haemoglobin forma- 
tion after haemorrhage is briefly discussed. 

Wilfrid E. Hunt 


924. Measurement of the Electric Resistance of Human 
Blood; Use in Coagulation Studies and Cell Volume 
Determinations 

R. L. ROSENTHAL and C. W. Tostas. Journal of Labora- 
tory and Clinical Medicine {J. Lab. clin. Med.} 33, 1110- 
1122, Sept., 1948. 7 figs., 30 refs. 


Blood may be thought of as a suspension of cells, 
which are very poor conductors of electricity, and 
plasma, whose conductivity depends upon the concentra- 
tion of electrolytes, and particularly of sodium chloride. 
If platinized electrodes are immersed in 1-5 ml. of blood, 
an increase in electric resistance takes place when clotting 
occurs. This increase is related to clot retraction and 
continues for at least 7 or 8 hours. By this method the 
clotting time may be determined with elimination of the 
inconsistencies inherent in other methods. If heparinized 
or oxalated blood is used no suich change occurs. 

The cell volume fraction may be calculated from 


1 
Ponder’s formula: Cell volume fraction ae where 


_ _Tesistance of blood is the form factor depen- 


resistance of plasma 


dent upon the shape of the cells and is assumed to be 1:1 


for red cells in plasma. Cell volume percentage=cell 
volume fractionx 100. Cell volumes determined by 
these methods were found to average 7:7% lower than 
the haematocrit values in normal subjects as determined 
be centrifugation. The authors state that this method of 
determining the cell volume fraction compares favourably 
with other methods. The blood resistance showed no 
direct relation to haemoglobin values or to red cell, 
white cell, or platelet counts. A. W. H. Foxell 
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925. Stimulation of the Supraopticohypophysial Tract 
in the Conscious Rabbit with Currents of Different Wave 
Form 

G. W. Harris. Journal of Physiology [J. Physiol.) 107, 
412-417, Sept. 30, 1948. 8 figs., 3 refs. 


In an earlier paper from the Anatomy School, Uni- 
versity of Cambridge (Philos. Trans., B, 1947, 232, 385), 
the author described a method of stimulating the neuro- 
hypophysis in conscious rabbits by means of implanted 
electrodes connected to a small secondary coil buried 
beneath the skin which was excited, after recovery from 
the operation, by bringing close to the animal’s head a 
large iron-cored primary coil connected to the alternating- 
current mains. In subsequent work a much smaller 
primary coil excited by current pulses from a thyratron 
circuit was introduced. The circuit and construction of 
the coils are described. The wave form of the current 
induced in the buried secondary coil differed from that 
previously obtained, so a comparison was made of the 
relative efficiency of the two forms of stimulation, as 
indicated by the antidiuretic response. The stimulating 
current spreads to the oculomotor nerve, and strengths 
of induced current giving similar oculomotor responses 
(enophthalmos, rotation of the eyeballs, elevation of the 
eyelids) were used for comparison. The antidiuretic 
responses were similar, in spite of the pronounced 
differences between the wave forms of the two current 
pulses. R. A. Gregory 


926. Electrical Stimulation of the Hypothalamus and 
the Mechanism of Neural Control of the Adenohypophysis 


G. W. Harris. Journal of Physiology [J. Physiol.| 107, 


418-429, Sept. 30, 1948. 14 figs., 21 refs. 


A method is described for stimulating the basal areas 
of the brain in a group of conscious rabbits, simul- 
taneously and for prolonged periods, with the technique 
referred to in Abstract 925. It was found that stimula- 
tion in this way of the tuber cinereum for as short a 
period as 3 minutes may be followed by a full ovulatory 
response, as judged by macroscopic examination of the 
ovaries at laparotomy or after death. Stimulation of the 
anterior pituitary, pars intermedia, or infundibular stalk 
for periods up to 74 hours was not followed by ovulation. 
The results suggest (1) that the anterior pituitary gland 
lacks a secretomotor nerve supply, and (2) that the 
hypothalamus influences the activity of the adenohypo- 
physis by a humoral mechanism through the hypophysial 
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portal vessels. The latter possibility is discussed in 
relation to the available evidence from other sources. 
R. A. Gregory 


927. The Excretion of an Antidiuretic Substance by 
the Kidney, after Electrical Stimulation of the .Neuro- 
hypophysis in the Unanaesthetized Rabbit 
G. W. Harris. Journal of Physiology [J. Physiol.] 107, 
430-435, Sept. 30, 1948. 2 figs., 15 refs. 


Electrical stimulation of the neurohypophysis of con- 
scious rabbits by the author’s method (see Abstract 925) 
was shown to cause the excretion in the urine of small 
amounts of an antidiuretic substance. Antidiuretic 
activity also appeared in the urine after the intravenous 
injection of posterior pituitary extract; 1 minute’s 
stimulation of the neurohypophysis resulted in the 
appearance in the urine of slightly less antidiuretic 
activity than after intravenous injection of 50 milli- 
units posterior pituitary extract. R. A. Gregory 


928. Further Evidence regarding the Endocrine Status 
of the Neurohypophysis 

G. W. Harris. Journal of Physiology [J. Physiol.] 
107, 436-448, Sept. 30, 1948. 4 figs., 30 refs. 


In conscious rabbits electrical stimulation of the 
neurohypophysis by the remote control method pre- 
viously described (see Abstract 925) caused an increase 
in intestinal motility (direct inspection of intact abdominal 
wall) similar in type but smaller in magnitude than 
that produced by the intravenous injection of 100 mU. 
of posterior pituitary extract. An increase in blood 
pressure ([measured on the ear by the method of Grant 
and Rothschild (J. Physiol., 1934, 81, 265)] also occurred, 
but it was of doubtful significance and was smaller than 
that produced by the injection of 100 mU. of pituitary 
extract. Stimulation also produced an oxytocic effect 
on the uterus of the conscious animal (recorded through 
a permanent vaginal fistula) equivalent to the injection 
of 200 to 500 mU. of posterior pituitary extract. The 
differences in the intestinal, blood-pressure, and oxytocic 
responses elicited by stimulation, compared with those 
resulting from the injection of posterior pituitary extract, 
are discussed in relation to the “unitary” and 
“multiple” hypotheses regarding the nature of the 
posterior pituitary hormone. R. A. Gregory 


NUTRITION AND DIGESTION 


929. The Effect of the Ligation of the Pancreatic Ducts” 


and of Pancreatectomy after Duct Ligation on Serum 
Lipase 

M. N. NotHMan, T. D. Pratt, and J. BENotTi1. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
33, 833-840, July, 1948. 2 figs., 9 refs. 


In 21 dogs the serum-lipase content increased signifi- 
cantly after ligation of the pancreatic ducts. A pro- 
nounced decrease in serum-lipase content was observed 
after pancreatectomy, even when the level had been 
previously raised by duct ligation. If the pancreatic 
ducts. were obstructed and the serum-lipase level was 


allowed to rise, an immediate fall occurred if a pan. 


creatic fistula was established. In pancreatectomized 
dogs the serum-lipase level rose again 2 to 3 weeks after 
operation, suggesting that there is an extrapancreatic 
source of serum lipase in addition to the pancreatic 
source clearly demonstrated by the above experiments. 
A. C. Frazer 


930. Studies in Human Mineral Metabolism. I. The 
Effect of Bread Rich in Phytate Phosphorus on the Meta- 


bolism of Certain Mineral Salts with Special Reference to _ 


Calcium 

A. R. P. WALKER, F. W. Fox, and J. T. IRviNG. Bio- 
chemical Journal [Biochem. J.] 42, 452-462, 1948. 29 
refs. 


The authors studied the effect of bread made from 
flours of different rates of extraction on mineral meta- 
bolism in 3 European male subjects. The main interest 
of this work lies in the fact that the periods of study were 
from 7 to 12 consecutive weeks, appreciably longer than 
the periods.studied by other workers. Their conclusions 


~ differ from those of many of these other workers and are 


ascribed to the occurrence of a process of adaptation 
when one type of bread is substituted for another. The 
subjects consumed three different diets; the first was their 
usual diet, the second contained 1 Ib. (0-45 kg.) daily of 
bread made from 95 to 100% extraction flour, and the 
third contained 1 Ib. of bread made from 70% extraction 
flour. The most important finding was that the change 
to the diet containing the high-extraction bread, that is, 
with more phytate, led to a negative calcium balance 
which, however, gradually improved until it became 
positive again. This is explained partly by the hydrolysis 
of the phytate high in the intestinal canal, so that the 
calcium became available, and partly by an adaptation of 
the body to a low calcium intake. The retention of 
magnesium and of total phosphate followed a similar 
pattern in that it fell at first and increased later. The 
retention of iron, on the other hand, remained unaffected 
by the amount of phytate in the diet. The authors find 
support for their conclusions from a review of the 
relevant literature. [The importance of these results is 
obvious. There is a growing feeling amongst nutri- 
tionists that the deleterious effect of the phytate in breads 
of higher extraction has been over-emphasized. But it is 
certain that the last word has not been said. One of the 
chief difficulties lies in the extremely laborious nature 
of the experimental procedure, so that the number of 
subjects studied is always small and the periods of study 
are relatively short. It is difficult to know how much may 
be deduced from results obtained with these limitations.] 
J. Yudkin 


931. Vitamin Studies in Middle-aged and old Indivi- 
duals. I. The Vitamin A, Total Carotene and a+ 
Carotene Concentrations in Plasma — 

E. Kirk and M. Curerri. Journal of Nutrition [J. 
Nutrit.] 36, 315-322, Aug. 10, 1948. 1 fig., 4 refs. 


The concentrations of total carotene, a and f caro- 
tenes, and vitamin A in the plasma were determined in» 
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155 subjects (inmates of 2 institutions) between the ages 


~ of 40 and 99, and, for comparison, in 47 persons between 


16 and 39 years. The diet offered to the patients during 
the period of the study was calculated to contain an 
average of 2,000 and 4.000 yg. of vitamin A (vitamin A 
and carotene) daily. ~ 

It was found that the plasma concentrations of carotene 
and of vitamin A varied greatly between the different 
individuals. The average values of vitamin A, total 
carotene, and a+ carotenes were 17, 200, and 100 ug. 
per 100 ml. respectively in the older group, and 23, 320, 
and 190 xg. per 100 ml. respectively in the younger group. 
Although these values are higher in the younger than the 
older group, the difference between the means is of 
doubtful significance, since it is smaller than the standard 
deviation of the difference. No certain difference was 
found between the values for the male and the female 
subjects studied. Joseph Parness 


932. Intestinal Absorption of Vitamin A from Aqueous 
and Oily Menstruum 
H. Popper and B. W. VoLk. Proceedings of the Society 


for Experimental Biology and Medicine (Proc. Soc. exp. 


Biol., N. Y.] 68, 562-564, July—Aug., 1948. 9 refs. 


At various intervals (1 hour to 72 hours) after the feed- 
ing of 33 rats with various doses (5,000 to 75,000 U.S.P. 
units) of vitamin A either as an unsaponifiable fraction of 
fish-liver oil in corn oil or dispersed in water with a 
sorbitan monolaurate derivative, sections of duodenum, 
upper jejunum, lower jejunum, and ileum were prepared 
and studied microscopically for vitamin-A fluorescence. 

The amount of vitamin-A fluorescence in the intestinal 
wall was greater at all intervals after the dose of vitamin 
Ain aqueous dispersion. Thus, 1 hour after administra- 
tion of 25,000 units of vitamin A in water, fluorescence 
was found in the epithelial villi at all levels examined, 
with good penetration into the lacteals of the muscular 
and subserous coats at jejunal levels and with the peak 
of absorption higher in the upper jejunum, whereas, 
with the same dose of vitamin A in oil, fluorescence was 
found in the wall of the jejunum only, with much slighter 
penetration into the lacteals and with the peak of absorp- 
tidn in the lower jejunum. Again, 72 hours after admini- 
stration of 25,000 units of vitamin A in water, consider- 
able fluorescence was still encountered in the lamina 
propria of the villi and in the lacteals of the muscular 
and subserous coats; with the same dose of vitamin A in 
oil hardly any fluorescence was seen. In general, where 
the dose of vitamin A in oil was three times that of vita- 
min A in water, an approximately equal degree of fluore- 
scence with similar histological distribution was observed. 
There was no evidence that vitamin A is absorbed or 
transported in a qualitatively different manner if given 
in water. That the absorption of vitamin A through 
blood vessels is not visible is presumed to be due 
to increased lipolysis. The authors conclude that the 
“fine particulate state of vitamin A hastens its passage 
through the epithelium of the intestinal villi, but does not 
change the mode of its absorption within the villi’”’. 

, It is considered that this supports the opinion that the 
faulty absorption of vitamin A in oil, which is found in 


hepatic or coeliac disease, is due to a defect in emulsifica- 
tion and not in lipolysis. The persistent fluorescence 
after administration of large doses of vitamin A is taken 
to indicate that vitamin A is temporarily stored in the 
lamina propria of the villi. Joseph Parness 


933. The Effect of Thiamine (Vitamin B,) on the Utilisa- 
tion of Carbohydrates by the Tissues. [In English] 

I. MaGyar and P. Resorszki. Acta Medica Scandi- 
navica [Acta med. scand.\ 131, 193-201, 1948. 1 fig., 
9 refs. 


The arterial-venous difference in blood-sugar con- 
tent has been determined by the Fujita-Iwatake modi- 
fication of the Hagedorn—Jensen procedure and a study 
made of the effect on the arterial-venous difference 
of the administration of thiamin, dextrose, and insulin. 
Thiamin (50 mg.) had no effect on the arterial—venous 
difference of 3 fasting patients, and a variable effect when 
given after 30-g. doses of dextrose or 4 to 8 units of in- 
sulin. From the separate values obtained for the 
arterial and venous glucose levels in. 27 patients it is 
concluded that thiamin promotes the diffusion of insulin 
into the cells both of the periphery and centrally into the 
liver; the balance of these two effects probably depends 
on the activity of the hypophysis and explains the 
variable values obtained for the arterial—venous 
difference. J. Dawson 


934. Some Aspects of Thiamine Toxicity 

J. A. Smitu, P. P. Foa, H. R. Wetnstetn, A. S. Lupwiac, 
and J. M. WERTHEIM. Journal of Pharmacology and 
Experimental Therapeutics [J. Pharmacol.] 93, 294-304, 
July, 1948. 3 figs., 16 refs. 


Thiamin hydrochloride was given intravenously in a 
dose of 50 mg. per kilo to dogs anaesthetized by ether at 
the Chicago Medical School. It caused fatal respiratory 
arrest with fall of blood pressure and slowing of the 
heart. With artificial respiration recovery occurred, 
even after much larger doses. The fall in blood pressure 
-is due in part to vasodilatation and is central in origin, 
since neutralized thiamin does not dilate the vessels of 
the perfused ear of the rabbit. Similarly the isolated 
heart of the dog or turtle is not affected by the addition of 
thiamin to a buffered perfusing fluid, but is depressed 
when thiamin is added to a perfusion with Ringer solu- 
tion. V. J. Woolley 


935. The Destruction in the Gastrointestinal Tract of 
Orally Ingested Riboflavin and Pantothenic Acid. [In 
English] 

O. Ocese and P. B. Pearson. Internationale Zeitschrift 
fiir Vitaminforschung (Int. Z. Vitaminforsch.] 20, 128-133, 
1948. 5 refs. 


There is evidence that riboflavin, when fed in large 
amounts to sheep, is destroyed with the formation of a 
fluorescent compound which is not biologically active. 
The authors set out to determine whether the destruction 
of riboflavin takes place in the gastro-intestinal tract or 
within the tissues after absorption. Similar studies were 
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made on the destruction of pantothenic acid. Two g. of 
riboflavin and 2 g. of calcium pantothenate were fed in 
separate capsules to sheep weighing 24 to 40 kg. The 
riboflavin content of the faeces was measured by both 
microbiological and fluorometric methods before and 
after ingestion. The riboflavin content of urine and 
blood was determined microbiologically. 

The fluorometric determinations of riboflavin in the 
faeces gave values from two to twenty times higher than 
the true riboflavin activity as measured microbiologically. 
The riboflavin recovered from the faeces and urine ranged 
from 1-7 to 23-3% of the amount ingested. It thus 
appears that the destruction of riboflavin, when fed in 
large amounts to sheep, occurs in the gastro-intestinal 
tract. 

The amount of pantothenic acid excreted ranged from 
3-7 to 29-3% of the amount ingested. The lowest values 
for riboflavin in the faeces, determined microbiologically, 
corresponded with similar low values of pantothenic acid. 
The correlation between the daily excretions of panto- 
thenic acid and riboflavin suggests that pantothenic acid 
may also be destroyed in the gastro-intestinal tract of the 
sheep. K. Black 


936. Improving the Nutritive Value of Flour. II. 
Further Studies on the Effect of Supplementing Enriched 
Flour with B-Complex Vitamins and Some Observations 
on the Use of 80° Extraction Flour 

B. D. WeEsTERMAN and F. TEMPLETON. Journal of 
Nutrition [J. Nutrit.] 36, 187-203, Aug. 10, 1948. 5 figs., 
10 refs. 


Young albino rats weighing 40 to 50 g. were placed ona 
basal diet free from vitamin B complex for 12 days, the 
_ diet consisting of casein 20%, sucrose 60%, fat 12%, salt 
mixture 5%, and cod-liver oil 3%. Some groups were 
then placed on diets in which 40% (or, in some experi- 
ments, 60%) of the sucrose in the basal diet was replaced 
_ by: @) patent enriched flour, (b) ground whole-wheat, 
or (c) 80% extraction flour. The analysis of the patent 
enriched flour showed that it contained 7-82 yg. of 
aneurin (thiamin), 2°69 yg. riboflavin, 2-05 pg. calcium 
pantothenate, and 42-63 jg. nicotinic acid per g. of 
flour; the content of pyridoxine was taken (from other 
investigators) to be approximately 3-5 yg. per g. of flour. 
The whole-wheat contained 4-69 yg. of aneurin, 0-92 
peg. riboflavin, 5-93 jg. calcium pantothenate and 
_ 49-63 pg. nicotinic acid per g. Enriched flour furnished 
more aneurin and riboflavin but less calcium panto- 
thenate and nicotinic acid than did whole-wheat. The 
remaining groups of rats were placed on the same diets 
but supplemented with one or more of the B-vitamins in 
the following amounts per g. of enriched flour or ground 
whole-wheat: pyridoxine 2 riboflavin 14-2 yg., 
calcium pantothenate 20-5 yg., aneurin 4-4 yg. 

It was found that the rats receiving unsupplemented 
whole-wheat in the diet either did not survive the 14 
weeks of the test or barely maintained their weight and 
showed signs of severe deficiency. The rats receiving 
unsupplemented enriched flour in the diet gained some- 
what more weight but also did not grow at a normal rate 
and showed signs of severe deficiency by the end of 14 
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weeks. Similar but slightly better results were obtained 
with 60% rations of (a) and (5) respectively. The rats 
receiving the enriched flour with addition of choline 
(0-75 mg. per g. of flour) and pyridoxine grew slightly 
more than those on enriched flour alone. The addition 
of choline, pyridoxine, and riboflavin to the enriched 
flour resulted in greater gains in weight than the addition 
of choline and pyridoxine. When choline, pyridoxine, 
and calcium pantothenate were added, even better growth 
was obtained. In long-term experiments, the rats with 
additional riboflavin or calcium pantothenate in the diet 
lived longer and showed fewer deficiency symptoms than 
those on the diet of enriched flour with only choline and 
pyridoxine added. On these test diets the rats either did 
not reproduce, or the young did not grow to maturity, or 
the young of the third generation did not grow to 
maturity. The rats on diets with choline, pyridoxine, 
calcium pantothenate, and riboflavin added to the en- 
riched flour, and those with these vitamins and aneurin 
added, had growth records which compared favourably 
with those of rats on the stock diet. But, on these test 
diets also, the rats did not reproduce so well as those on 
the stock diet. The diet containing 80% extraction flour 
without enrichment did not support growth in the rats; 
when the 80% extraction flour was enriched to the same 
level as the patent flour it supported growth slightly better 
than did the enriched patent flour. Joseph Parness 


937. Comparison of Results Obtained by Different 
Methods of Individual Dietary Survey 

E. R. Branssy, C. G. Dausney, and J. Kinc. British 
Journal of Nutrition [Brit. J. Nutrit.] 2, 89-110, 1948. 
Bibliography. 


The authors compare the results obtained by four 
methods of individual dietary survey as used to estimate 
the food and nutrient intakes during 3 days of a number of 
children living in an institution and at home. In the 
first method the food is weighed just before it is eaten; 
in the second the weighing is replaced by measuring in 
homely measures—cupfuls, slices, tablespoonfuls; in the 
third, the subject is later questioned concerning the food 
consumed; in these three methods food tables are used to 
translate estimated amounts of foodstuffs into nutrients. 
In the fourth method, which is obviously the most 
accurate, a duplicate sample of the food consumed is 
taken for chemical analysis. The analyses were carried 
out in a government laboratory, moisture, nitrogen, fat, 
sugar, starch, calcium, and iron being determined. The 
purpose of the study was to compare nutrients as esti- 
mated by chemical analysis with those calculated with the 
same sets of food tables from the quantities of foods 
recorded by the three survey methods. Therefore the 
authors had to raise the starch values found by chemical 
analysis by 21% in order to make them comparable with 
those of McCance et al., whose analyses were used for 
the food tables. 

When the foodstuffs of similar kind were grouped the 
average consumption found by weighing, questioning, 
and homely measures a broadly, but there were 
substantial differences for individual foods between the, 
amounts found by weighing as compared with the other 
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two methods [the evidence for this is not presented]. 
The average energy and nutrient values calculated from 
the amounts of foods as estimated by the three methods 
agreed well, but there was poor agreement with the 
actual values determined by chemical analysis: the 
calculated amounts were high for calories and all 
nutrients except iron, which was underestimated, and 


protein which was underestimated by weighing and 


questioning. 

As the authors point out, the questioning method was 
tested under unusually favourable conditions because the 
weighing and measuring of the food on the previous day 
excited the attention of the children. They conclude: 
“ A high proportion of comparisons for individual diets 
showed differences between the values found by calcula- 
tion from food tables and by chemical analysis sufficiently 
great to throw serious doubt on the reliance which can be 
placed on energy and nutrient values obtained by calcula- 
tion from food tables ”’. H. M. Sinclair 


938. Observations on the Effects of Folic Acid Antago- 
nists, Folic Acid, Liver Extract and Vitamin B,. on Em- 
bryonated Eggs. A Preliminary Report 

P. F. WAGLEY and H. R. MorGan. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp.] 83, 275-278, 
Sept., 1948. 2 refs. 


A new method for assaying the effect of folic acid anta- 
gonists is described. Chick embryos are injected with 
these substances with or without previous or simultaneous 
administration of synthetic folic acid or vitamin By, or 
liver extract, and the effect on the survival time and on the 
blood islands of the yolk sac are studied. Injection of 
0-005 mg. of 4-amino-pteroylglutamic acid results in a 
reduced survival time and pyknosis, karyolysis, and 
karyorrhexis of the nuclei of the cells of the blood islands 
which is not inhibited by vitamin Bj, or liver extract, 
but is partially inhibited by 12-5 mg. folic acid given 24 
hours earlier. N?° methyl-pteroic acid in a dose of 
20 mg. had no effect. Methyl-4-amino-pteroylglutamic 
acid in a dosage of 0-01 mg. affected survival time and 
cellularity—an action which was not wholly prevented by 
the simultaneous administration of 0-1 mg. folic acid. 

C. C. N. Vass 


See also Section Disorders of the Blood, Abstracts 
1137-8. 


939. Nitrogen Retention after Intravenous and Oral 
Administration of Protein Hydrolysate and Native Protein 
Enterally 

Y. Saxo, A. J. KREMEN, and R. L. Varco. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 68, 480-482, July—Aug., 
1948. 6 refs. . 


A low-protein diet, limited to 40 Calories daily per 
kilo body weight but adequate in minerals and vitamins, 
was given to 3 dogs. The study was started: (a) when 
the first 2 dogs had lost 30% of their weight; (b) before 
any significant weight loss in the third dog. After acon- 
trol period of 9 days, protein hydrolysate (“‘amigen”’) in 


_a total 6-hour period divided over 5 to 6 days. 


amounts equivalent to 2 g. of protein per kilo body 
weight, was administered intravenously in a total volume 
of 500 ml. of fluid during a total infusion time of 6 hours 
divided over 5 days. After a further control period of 
9 days, the same amount of protein hydrolysate was 
given through a nasal tube passed into the stomach during 
a total 6-hour period divided over 5 days. After a 
further control period, calcium caseinate (*“‘ casec”’), 
in amounts equivalent to 2 g. of protein per kilo body 
weight, was given by stomach tube during a total 6-hour 
period divided over 5 days. There was a final control 
period of 5 days. Samples of the diet, protein hydro- 
lysate, and calcium caseinate were analysed for total 
nitrogen; specimens of urine were analysed for total 
nitrogen and amino-acid nitrogen; the faeces were col- 


lected for determination of total nitrogen. 


The results showed that, for the first dog the average - 
daily excretion of nitrogen in the urine was 65-4, 
55-6, and 41-5% of the average daily nitrogen intake 
during the 3 experimental periods, respectively; for the 
second dog 51-2, 37-3, and 26°8%; for the third dog 
70, 53-6, and 44%. It is concluded that most nitro- 
gen is retained with oral ingestion of natural protein, 
less with protein hydrolysate orally, and least with 
protein hydrolysate intravenously. Joseph Parness 


. 


940. Nitrogen Retention after Injection of Protein 
Hydrolysate into the Portal and Systemic Veins 

Y. Sako, A. J. KREMEN, and R. L. Varco. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.) 68, 482-484, July—Aug., 
1948. 5 refs. 


A low-protein diet, limited to 40 Calories daily per 
kilo body weight but adequate in minerals and vitamins, 
was given to 4 dogs. The study was started: (a) when 
the first 3 dogs had lost 30% of their weight, and (5) 
before significant weight loss in the fourth dog. Before 
the beginning of the study the dogs were operated upon 
and a “ polythene” tube was threaded into a radicle of 
the splenic vein until it reached the entrance to the portal 
vein, the tube being brought to the outside of the body 
through a separate stab wound. After a control period 
of 7 days, protein hydrolysate (“‘ amigen ’’) was infused 
into the portal vein—1 g. of protein per kilo body weight 
into the first dog and 2 g. of protein per kilo body weight 
into the other three dogs. ~The infusion was given during 
After a 
further control period of 9 days, protein hydrolysate was 
given intravenously through a vein in the foreleg in the 
same volume and amount during a total 6-hour period | 
divided over 5 days. There was a final control period 
of 8 to 9 days. 

The results, tabulated in terms of average daily nitro- 
gen intake and average daily excretion of total nitrogen 
and amino-acid nitrogen in the urine, showed no signifi- 
cant differences between the results of infusion of protein 
hydrolysate into the portal vein or into the systemic 
venous system. The authors note that the presence of 
the polythene tube is well tolerated and that the tube 
remains patulous for prolonged intravenous therapy in 
dogs. Joseph Parness 
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941. The Rapid Injection of a Solution of Amino Acids. 
A Note on its Clinical Tolerance in Man 

R. D. Ecxnarpt and C. S. Davipson. New England 
Journal of Medicine [New Engl. J. Med.] 239, 164-169, 
July 29, 1948. 15 refs. 


A 10% solution of amino-acids, product of the acid 
hydrolysis of casein and neutralized with lactic acid to a 
PH of 7:2 to 7-4, was given 342 times to 62 patients. The 
product was devoid of peptides, glutamic and aspartic 
acids, and was supplemented by the addition of DL- 
tryptophan and glycine. All the infusions supplied a 
minimum of 0-5 g. of protein per kilo body weight, and 


over 70% of the infusions were given rapidly—that is, — 


50 g. of amino-acids to a 70-kg. patient in less than an 
hour. The incidence of reactions was small. Pyrogenic 
reactions occurred in 0-3%, nausea in 9-4%, vomiting in 
2-6%, venous thrombosis in 2-3%, and transient anorexia 
in 9-1%. 

The authors, who report from Harvard University, 
advocate infusions of 50 g. of amino-acids twice daily, 
and attribute the low incidence of untoward effects with 
the present product to the fact that such relatively rapid 
infusion rates can be attained. Geoffrey McComas 


942. The Relationship Between Chemical Structure and 
Central Depressant Action of « Substituted Ethers of 
Glycerol 

F. M. BerGer. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.) 93, 470-481, Aug., 
- 1948. 12 refs. 


A large number of substances of the structure 
R-O-CH,-CHOH-CH,OH have been examined for 
muscular relaxing and paralysing effects due to a depres- 
sant action on the central nervous system, especially the 
spinal cord. The criterion for paralysis was loss of the 
righting reflex for at least one minute in mice. The 
median paralysing doses as well as the toxicities of the 
compounds were determined graphically. Because of 
their low water solubility the compounds were admini- 
stered mostly as suspensions in 5% gum acacia. Para- 
lysing action appeared to depend on the above structure 
or R-S-CH,-CHOH-CH,OH, but the sulphur-containing 
compounds were more toxic. An increase in the length 
of the chain decreased the action, as also did substitution 
in the OH groups. Paralysing action was strongest 
when R was a benzene nucleus substituted in the ortho 
position with a small alkyl or alkoxy group or chlorine, 
and this action was less when these radicles were in the 
meta or para position. The effect was also reduced by 
the presence of a hydroxy, amino, amido, ester, or 
hydroxyalkyl group and also by multiple substitution in 
the benzene ring with alkyl or halogen. When R was an 
aliphatic radical, compounds with straight chain alkyl 
groups had greater paralysing action than branched chain 
isomers, whereas unsaturated groups had less paralysing 


action but were more toxic. Methyl substitution on the 
C, atom did not materially alter activity. Compounds 
of the structure aryl-O-CH,-CHOH-CH,OH and 
S-CH,-CHOH-CH,OH increased the threshold .to 
electrically induced convulsions, but there was no simple 
correlation between the paralysing and anticonvulsant 
properties. G. F. Somers 


943. A Comparative Study of the Activity and Toxicity 
of Hexylcaine (1-Cyclohexylamino-2-Propylbenzoate); 
a New Local Anesthetic Agent : 
K. H. Beyer, A. R. LATVEN, W. A. FREYBURGER, and 
M. P. PARKER. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 93, 388-400, Aug., 
1948. 1 fig., 18 refs. 


The relative activity and toxicity of hexylcaine (1- 
cyclo-hexylamino-2-propylbenzoate) and six widely used 
local analgesic agents—procaine, butacaine, cocaine, 
neothesin (‘‘ metycaine”’), tetracaine (‘‘ pontocaine”’), 
and dibucaine (‘‘ nupercaine’’)—were evaluated on 
mice, guinea-pigs, and rabbits. The inherent toxicity of 
the compounds, as determined by the intravenous LD 50 
values, increased in the following order—procaine, 
neothesin, hexylcaine, cocaine, butacaine, tetracaine, and 
dibucaine. Injections were made rapidly, usually at the 
rate of 50 mg. per minute. On subcutaneous injection, a 
demarcation between the toxicity of procaine, neothesin, 
and hexylcaine as a group (LD 50 over 146 mg. per kg.) 
and that of the other compounds was clearly shown. To 
determine whether the acute toxic doses of these agents 
could be exceeded if the drugs were administered in sub- 
lethal amounts at regular intervals over a period of time, 
toxicity tests based on intermittent subcutaneous injec 


tions were completed. The injections took place at 30- | 


minute intervals with one-quarter the subcutaneous 
LD 50. By this measure, the relative toxicities were 
almost the reverse of those seen in acute toxicity tests. 
Of the less acutely toxic compounds, hexylcaine produced 
the lowest mortality rates in this experiment. 

For anaesthetic activity, three indices were measured 
in guinea-pigs and rabbits: (1) the minimal concentra- 
tion that would produce corneal anaesthesia in all 
animals: (2) the duration of anaesthesia when a 1% 
solution was instilled; and (3) the concentration that 
produced the same duration of anaesthesia as a 2% solu- 
tion of cocaine. The rabbit tests, in addition, were pet- 
formed with and without saline irrigation. Hexylcaine 
was intermediate in its activity between butacaine and 
cocaine; 1% and 2% solutions gave about the same 
duration of anaesthesia as the corresponding concentra- 
tions of cocaine and there was no irritation. The results 
of sciatic nerve block experiments showed that hexylcaine 
was 4 to 8 times more active than was procaine, 
with any concentration that induced anaesthesia the 
duration of effect exceeded that of 2% procaine (12 
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minutes duration, taken as a standard for comparison). 
On a small number of rabbits, spinal analgesia and spinal 
toxicity studies showed that hexylcaine was second only 
to tetracaine as regards duration of analgesia at the maxi- 
_mal tolerated dose of the latter agent (1%); no deaths were 
‘recorded with 4 times this dose. The margin of safety 
of hexylcaine was the greatest for any of the compounds, 
as indicated by the log dose—response curves for the 
duration of sciatic nerve block and subcutaneous toxicity 
in guinea-pigs. 

[Evidence is clear that hexylcaine may be of great value 
in the future. Unfortunately very few rabbits were used 
for the spinal toxicity studies.] G. B. West 


944. The Effect of Sodium Bicarbonate on the Renal 
Excretion of Salicylate 
F. WituiaMs and J. R. LEONARDS. Journal of Pharma- 
cology and: Experimental Therapeutics [J. Pharmacol.] 93, 
401-406, Aug., 1948. 10 refs. 


The administration of alkali (160 mg. sodium citrate 
and 25 mg. sodium bicarbonate) to rats receiving sodium 
salicylate (50 mg. per 100 g. body weight) had no influence 
upon the gastro-intestinal absorption of the latter drug. 
In normal female dogs, an oral dose of 0-5 g. of sodium 
salicylate every 3 hours was well tolerated. The serum 
salicylate content rose gradually to a level of about 60 
mg. per 100 ml. after 2 days. When the blood level was 
stabilized, the dog received 1-6 g. of sodium citrate and 
0-25 g. of sodium bicarbonate in addition to the regular 
dose of sodium salicylate. The serum salicylate level fell 
within 3 to 6 hours to a level of about 30 mg. per 100 ml. 
During the next 2 days the level declined irregularly to a 
final low value of 15 mg. per 100 ml. When the citrate 
and bicarbonate administration was stopped the sali- 
cylate level began slowly to rise again. The urinary 
excretion of salicylate showed a significant increase 
with the administration of bicarbonate, and this increase 
was of a sufficient size to account for the decreased 
blood level. 

The effect of alkali on the renal clearance of salicylate 
in 4 human subjects was similar to that observed in 
the dog. Sodium bicarbonate increased the salicylate 
clearance but the effect was not as striking as that in the 
dog, partly because there appeared to be more salicylate 
bound to the plasma protein in the human subject. The 
increase in clearance, as the pH of the urine increased, 
was due mainly to an increase in the excretion of un- 
conjugated salicylate. G. B. West 


945. Niaara: A Digitalis-like Colombian Arrow Poison 
K. Mezey, C. Uripe—PrepRAHITA, J. PATAKI, and J. 
HuerTAS-LOZANO. Journal of Pharmacology and Ex- 
perimental Therapeutics [J. Pharmacol.] 93, 223-229, 
June, 1948. 3 figs., 9 refs. 


The authors describe the pharmacology of the active 
principle of an arrow poison. Niaarin, the purified 
principle, is obtained from the bark juice of “* pacuru- 
Niaara”’, or “ poison tree”. Its action is characteristic 


of the cardiac glycosides and its chemistry [not discussed 
in the present communication] confirms this view. It 
M—T 


is poorly absorbed from the gastro-intestinal tract, to 
which it is markedly irritating. Systemic effects are 
seen within 70 minutes. With intramuscular injection 
the latent period is reduced to 20 minutes; after intra- 
venous injection characteristic effects are observed 
immediately. 

It is claimed that neither niaara nor the purified pre- 
paration has any curare-like action. Niaarin has been 
used in the treatment of congestive cardiac failure in 
man. Its effect compares favourably with that of 
strophanthin. No reactions were noted in the present 
series of cases with an initial intravenous dose of 0-5 to 
0-75 mg. daily, followed after 2 days with a maintenance 
dose of 0:25 mg. In 3 normal subjects, however, similar 
doses caused diarrhoea in addition to a slight slowing of 
pulse rate. The need for intravenous injection limits the 
usefulness of the drug. ' J. D. Judah 


946. The Quinidine-like Actions of Sparteine on the 
Isolated Frog Heart. [In English] ; 

G. Lu. Archives Internationales de Pharmacodynamie 
et de Thérapie [Arch. int. Pharmacodyn.] 16, 367-382, 
June 1, 1948. 11 figs., 17 refs. 


The effects of sparteine upon the fundamental character- 
istics of the isolated frog heart were determined and 
compared directly, so far as possible, with those of 
quinidine. A neutralized solution of sparteine sulphate, 
which alone gives a strongly acid solution in water, was 
used throughout. The predominant effect of sparteine 
was depression, which, qualitatively, was like that of 
quinidine in all essential respects. It caused slowing of 
the heart rate and reduced contractility; it prevented or 
arrested experimental auricular fibrillation and abolished - 
ventricular extrasystoles; there was typical lengthening 
of the refractory period (observable also with the isolated 
frog gastrocnemius) with arrest of the heart in diastole. 
At 1 in 105 sparteine reduced the rate but increased the 
amplitude of contraction and the stroke and minute 
output in about one-half of the 38 hearts observed. At 
concentrations of 1 in 10* or higher, the effect was 
uniformly depressant and all these functions were reduced. 
Quinidine, on the other hand, was practically always 
depressant. 

This initial “stimulant” effect. of sparteine is 
interpreted by the author as a manifestation of mild 
direct depression of the heart muscle, which, however, is 
not sufficiently weakened to reduce the stroke output. 
The diastole is increased, and thus ventricular filling and 
stroke and minute output tend to be moderately increased 
while the heart is slowed. No evidence for true stimula- 
tion or a digitalis-like action was obtained. 

Sparteine was found to be less active but also less toxic 
than quinidine. The concentration of quinidine re- 


quired to stop the frog heart was estimated at about 


1 in 10°, and that of sparteine about 1 in 300. Recovery 
of sparteine-arrested hearts was readily effected by 
washing with Ringer’s solution or with ephedrine or 


calcium, but not with digitalis, barium, “ coramine ”, 


nicotinic acid, or single shock electrical stimulus. [No - 


precise. quantitative comparioen of the activity of the 
two drugs was made.] 
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The author concludes that further clinical trials with 
sparteine are justified. The atropine-, nicotine-, and 
curare-like effects which the drug produces at higher 
concentrations would not be expected from therapeutic 
doses. A. L. Walpole 


947. Some Effects of Nicotine-like Substances and 
Their Relation to Sensory Nerve Findings 

G. L. Brown and J. A. B. Gray. Journal of Physiology 
[J. Physiol.] 107, 306-317, June 25, 1948. 6 figs., 13 
refs. - 


Intra-arterial injection of nicotine (0-2 ml. of 1 in 
10,000 solution of tartrate) or of acetylcholine chloride 
into areas in cats or dogs of skin or mesentery, the central 
nerve connexions of which were freshly cut, was followed 
by the centripetal discharge of action potentials in the 
distal length of the severed nerve. Fibres of all calibres, 
especially small ones, were involved. The response 
could be distinguished from that due to the local increase 
in intravascular pressure. It was not abolished by atro- 
pine, but was not elicited by injection of acetyl-8-methyl- 
choline, histamine, or carbaminoyl chloride; hence it 
was not secondary, either to stimulation of smooth 
muscle by the muscarine-like action of the drug, or, in 
the mesenteric preparations, to muscle stimulation from 
drug-excited parasympathetic synapses, or to skeletal 
muscle stimulation, there being none present. The 
response was still found in the skin after complete 
degeneration of the post-ganglionic sympathetic fibres. 
Similar injections into preparations of single Pacinian 
corpuscles gave no response; this was probably due to 
the drug not reaching the nerve endings concerned in a 
stimulating concentration. As acetylcholine has no 
direct effect on axons and as the possibility that the 
responses were secondary to muscle stimulation had been 
excluded, the authors suggest that the sensory nerve 
endings were being affected directly. On the other hand, 
paralysing doses of nicotine given to the whole animal 
abolished the response to the injections but not the 
response to mechanical stimulation; this suggests that 
acetylcholine is not involved in the normal function of the 

- sensory nerve endings, as does the observation, also 
reported here, that there is no acetylcholine in Pacinian 
corpuscles, W. S. S. Ladell 


948. Some Biological Properties of Adrenaline Ascorbate. 
(Recherches sur quelques propriétés biologiques de 
l’ascorbate d’adrénaline) 

G. DeEsFONTAINES. Annales de Biologie Clinique [Ann. 
Biol. clin.] 6, 253-261, May-June, 1948. 


The author describes some effects in man of the oral 
administration of “ adrenaline ascorbate ’’—that is, of a 
solution containing adrenaline 0-133% and ascorbic 
acid 0:266%. This solution, he claims, retains its potency 
_ when heated in a sealed tube for 20 minutes at 120° C. 

It was found necessary to give some 80 drops of this 
solution to a 50-kg. subject before acute toxic effects 
developed. These took the form of nausea, vomiting, 
visual symptoms, trembling of the limbs, and palpitation. 
In all of 5 subjects, 50 drops caused a slowing of the pulse 


lasting for over 2 hours; this was regarded as secondary 
to the hypertension produced. The maximum increase 
in arterial pressure after this dose in 7 out of 8 subjects 
was of the order of 20 mm. Hg and in the eighth it was 
30mm. A measurable effect persisted for 14 to 2 hours, 
In 2 subjects each given 80 drops increases in arterial 
pressure of 20 and 30 mm. Hg respectively were recorded, 


Adrenaline hydrochloride given in the same dose by the 


same route caused no such rise. 

The effect of the preparation upon the blood sugar was 
studied in 15 patients suffering from various chronic 
disorders. Fifty drops by the mouth produced a rise in 
blood-sugar level in all; the hyperglycaemia reached its 
maximum in about 1 hour and passed off within about 
3 hours. 

The author quotes the results of extensive animal 
experiments with adrenaline ascorbate by Marguardt and 
by Meidinger. [No indication is given of where their 
observations are recorded.] From his own results and 
theirs the author concludes that his preparation of adrena- 
line ascorbate is more resistant to attack by the digestive 
juices than is adrenaline hydrochloride, and that it is of 
therapeutic interest in that it causes a marked increase in 
blood pressure.when given by mouth. A. L. Walpole 


949. Effects of Amphetamine and Cocaine on Neuro- 
muscular Function 

J. V. Luco, C. EyzaGuirre, and F. Perez. Journal 
of Pharmacology and Experimental Therapeutics {J. 
Pharmacol.] 93, 261-272, July, 1948. 13 figs., 12 refs. 


Amphetamine when injected intra-arterially in doses 
larger than 0-5 mg. produced a contractile response on 
the normal and the denervated rectus superior muscle of 
the eye of cats under “‘ nembutal ”’, with no accompanying 
electric response. When acetylcholine was injected 
intra-arterially during amphetamine contracture, 80 yg. 
produced depression; when maximal tension was sub- 
siding, 40 yg. produced first a contraction and then a 
decrease in the response from amphetamine. To study 
the effects on indirect stimulation, the nerves of the 
quadriceps, anterior tibial muscles, and gastrocnemius- 
plantaris-soleus were stimulated to the maximum by 
short pulses of 0-5 milliseconds with varying frequencies. 
With a low frequency of 0-5 per second, if the muscle 
were not fatigued by contraction, injection of amphet- 
amine into the abdominal aorta in doses of up to | mg. 
was without effect. If the muscle were fatigued, stronger 
muscular contractions resulted, whilst with higher 
frequencies muscular contractions decreased. When 
these muscles were stimulated directly with frequencies 
up to 4 per second, amphetamine had no effect on non- 
fatigued muscles, but a clear de-fatiguing effect was 
produced on a tired muscle (curarized with tubocurarine). 
With frequencies greater than 10 per second, depression 
of muscular contraction resulted. The lack of increase 
of normal activity of the non-fatigued muscle under low- 


frequency stimulation showed that amphetamine did not 


affect the normal mechanism but restored to normal 
activity the fatigued mechanism. Amphetamine intra- 


-arterially (0-5 mg.) increased the response of these 


muscles to intra-arterial doses of 10 yg. of acetylcholine. 


or 


BA 


B. 
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Large doses of amphetamine (up to 5 mg.) produced 
contracture which was then depressed by acetylcholine. 

Cocaine in intra-arterial doses of 4 mg. depressed the 
response of muscles stimulated indirectly at rates of less 
than 10 per second. At higher rates of continuous 
stimulation, smaller doses of cocaine also produced 


depression, but with intermittent stimulation a strength- 


ening of muscular contractions appeared. Large doses 
(up to 5. mg.) of cocaine depressed the response of 
non-fatigued muscles stimulated directly with single 
shocks, whereas some increase was noted on fatigued 
muscles. In a similar manner, large doses of cocaine 
decreased the response of the denervated muscle to 
acetylcholine (10 jxg. intra-arterially), while 0-5 mg. doses 
increased the response. The increase in function of the 
neuromuscular system due to small ‘doses of cocaine was 
therefore probably analogous to the de-fatiguing action 
of amphetamine, relating to a restoration of energy. 


- Blood pressure modifications’ were not related to the 


muscular effects of the two drugs. G. B. West 


950. The Toxicity and Muscular Effect of d-Tubo- 
curarine Combined with §-Erythroidine, Myanesin or 
Evipal 

F. M. BERGER and R. P. Schwartz. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 93, 
362-367, July, 1948. 1 fig., 18 refs. 


Experiments were performed to determine whether 
p-erythroidine, myanesin”’, or “evipal’”’ could, in 
combination with d-tubocurarine, increase the somewhat 
narrow margin of safety of the latter when used for the 
relief of spastic conditions. 

Male white mice, in groups of 10 to 40, were injected 
intraperitoneally with increasing doses per kg. of each 
of the four drugs separately. The mean effective dose 
was estimated by the rotating cylinder method of Young 
and Lewis, the mean fatal dose by the number of deaths 
within 24 hours. Similar experiments were then per- 
formed with tubocurarine combined with one of the 
three other drugs in the ratios 1 : 3, 2 : 2, and 3: 1, and 
the mean effective and mean lethal doses again computed. 
All observations were treated statistically. The results 
show that d-tubocurarine is potentiated by £-erythroidine, 
both as regards its effectiveness and its toxicity. 
Myanesin, however, while potentiating tubocurarine as 


regards toxicity, shows only incomplete addition so far . 


as its action on the muscles is concerned. On the other 
hand, the addition of hexobarbitone to tubocurarine 
produces only incomplete addition, so far as both toxicity 
and muscle effects are concerned. Analysis of the effects 
observed, according to the suggestions of Foster, shows 
that the administration of a mixture of tubocurarine and 
B-erythroidine would be less safe than that of an equally 
effective dose of the former alone. Again, with myanesin 
the combination is likely to be less effective than a single 
dose of tubocurarine. With hexobarbitone, there is 
only incomplete addition of the effects of the two drugs. 
The results obtained here are held to support the view 
. the use of curare in anaesthesia with barbiturates is 
risky. 

The authors conclude that there is little hope of in- 


creasing the usefulness of tubocurarine by administra- 
tion of other drugs, in that the margin of safety with 
tubocurarine is small and is reduced by the administration 
of each of these three drugs. 

Reginald St. A. Heathcote 


951. The Comparative Pharmacology of the cyclo- 
Hexylalkylamines 

D. F. Marsu. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 93, 338-345, July, 
1948. 2 figs., 13 refs. 


Comparisons were made between the actions of 12 
compounds on the blood pressure of the anaesthetized 
dog, the isolated intestine of the rabbit, the isolated 
uterus of the rat, and, as antagonists to histamine, 
the isolated intestine of the guinea-pig. These were 
2-phenylethylamine, 2-phenyl-1-propylamine, 1-phenyl- 
2-propylamine as parent compounds, their N-methyl 
derivatives, and the six corresponding cye/ohexyl com- 
pounds. 

In general, it was found that the power of raising blood 
pressure was greatest with the phenylalkylamines, less 
with their N-methyl derivatives, and least with the 
cyclohexyl compounds. The only exception noted was 
that 2-cyclohexyl-1-propylamine proved .slightly less 


‘potent than its N-methyl derivative. Compared with 


adrenaline, the potency of the drugs varied from 1 in 111 
in the case of 2-phenylethylamine to 1 in 516 in that of 
2-cyclohexyl-l-propylamine. As regards duration of 
action, no such correlation was observed, the governing 
factor being apparently the relative position of the ring 
in reference to the side-chain length. The duration was 
least with the ethylamines, longer with the 2-substituted 
1-propylamines, and longest with the 1-substituted-2- 
propylamines. Tachyphylaxis was most pronounced 
with this last group, and the method of Chen was adopted 
to avoid this source of error. 

The degree of activity of these compounds was 1/1,000 
to 1/10,000 of that of adrenaline on isolated tissue, as 
against 1/100 to 1/500 in raising blood pressure. Further, 
a change in the type of activity was noticed. 2-Phenyl- 
ethylamine has a somewhat indeterminate action on 
isolated smooth muscle, as has been previously observed. 
The other compounds were more specific in their action, 
which did not appear to be related to their effects on 
blood pressure. In general, an increase in the size of the 
molecule produced an increase in its power to depress 
smooth muscle. Thus the cyc/lohexylamines were more | 
active than the phenyl compounds, the N-methyl deriva- 
tives more than the unsubstituted, and the propyl more 
than the ethyl compounds. Reginald St. A. Heathcote 

‘ 


952. The Effect of Diisopropyl Fluorophosphonate on 
Neuromuscular Transmission in Cats 


G. L. Brown, B. D. BurNs, and W. FetpsurG. Journal 
of Physiology [J. Physiol.] 107, 346-354, June 25, 1948. 
8 figs., 12 refs. . 


In decerebrate cats the intra-arterial injection of diiso- 
propylfluorophosphonate (DFP) resulted in a 100 to 
200% increase in the tension developed by the tibialis 
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anticus after a single maximum nerve volley (potentia- 
tion); after 30 to 40 minutes, with 200 yg. of DFP, the 
tension developed, diminished and fell below the 
original pre-injection figure (depression). Doses below 
100 yg. had no effect and massive does were needed 
to obtain any effect with intravenous injection. Re- 
corded action potentials showed that during both DFP 
potentiation and depression the discharge following a 
single stimulation was repetitive. After DFP the 
response of the muscle to a single nerve volley following 
on a short tetanic stimulation was depressed for 1 to 2 
minutes; the reverse occurs in untreated muscles. The 
initial “* twitch ” produced by the intra-arterial injection 
of acetylcholine was greater than normal if the drug were 
given during the period of DFP potentiation, but less if 
given later; in both cases it was followed by a profound 
and often irreversible depression of,the response to nerve 
stimulation. Even large doses of DFP had no effect on 
the tension response of denervated muscle to direct 
electrical stimulation, but the contractures seen in 
denervated muscle late after the intra-arterial injection of 
acetylcholine were accentuated and prolonged after 
DFP. 

These results may all be explained by the anticholin- 
esterase effect of DFP; this allows the acetylcholine 
introduced by injection or released at the nerve endings 
to persist, giving rise to neuromuscular block and hence 
to the depressant effect seen. DFP acts like eserine, but 
as it has a greater affinity for pseudo-cholinesterase than 
for true cholinesterase, much larger doses are needed 
to give a result than would be expected from its anti- 
cholinesterase activity. W. S. S. Ladell 


953. Animal Experiments with the New Anticoagulant 
“ Tromexan’’. (Tierexperimentelle Untersuchungen 
mit dem neuen Antithrombotikum Tromexan) 

K. N. von KAuLita and R. Putver. Schweizerische 
Medizinische Wochenschrift (Schweiz. med. Wschr.] 
78, 806-810, Aug. 21, 1948. 7 figs., 31 refs. 


After a short review of some recent work on dicoumarol 
the authors report the result of their experimental invest- 
igations on a new anticoagulant “ tromexan ”’, which is 
the ethyl ester of di-(4-hydroxy-coumarinyl) acetic acid. 
The single LD 50 was 750 mg. per kg. in mice and over 
1,000 mg. per kg. in rabbits, the corresponding figures 
for dicoumarol being 270 and 150 to 250 mg. per kg. 
respectively. Histological studies on mice showed that 
changes occurred only in the liver and occasionally in 
the kidneys, if 100 mg. per kg. daily was given for 26 
to 51 days. The pharmacological investigations were 
carried out on rabbits. The effect on the prothrombin 
level started after 6 hours ‘nd reached its maximum after 
24 to 48 hours; immediately afterwards the prothrombin 
content started to rise again and, with doses of 5 and 15 
mg. per kg. reached its maximum in 24 hours, with 
larger doses in 48 hours. The rapid increase in pro- 
thrombin content was also observed with excessively high 
doses, except when 500 mg. per kg. was administered. 
Owing to its more rapid elimination, tromexan has a less 
pronounced effect than that of the same dose of dicou- 
marol and in clinical tests an initial dose three times that 


of dicoumarol was found to give the desired effect. With 


15 or 30 mg. per kg. given once daily the prothrombin 
level could not be kept constant, whereas with 30 
per kg. given in 2 divided doses this could be achieved, 
A dose of 15 mg. per kg. had a constant effect on the 
prothrombin level; on the other hand 400 mg. per kg, 
given repeatedly at intervals of several days, was wel] 
tolerated and the same rapid fall in prothrombin content 
and rapid subsequent increase were observed. Even 
with doses of 400 to 500 mg. per kg. it was not possible 
to reduce the prothrombin index - 


prothrombin time in norma! plasma in seconds 
prothrombin time in pathological plasma in seconds x 100 


below 10. This is of advantage in therapy as over. 
dosage is less likely than with dicoumarol, particularly 
in view of the less persistent effect once the drug is 
discontinued. Untoward effects were negligible whether 
a single large dose was given or administration continued 
over long periods. No changes were found in non- 
protein nitrogen, sugar, or bilirubin in the blood, or 
blood picture. Only the total cholesterol and cholesterol 
ester values show a reversible reduction if 300 mg. per 
kg. is given. The authors conclude that tromexan has 
all the advantages of dicoumarol without its disadvant- 
ages and that therapeutically it should prove more 
reliable. A. Schott 


954. Clinical Experience with a New Preparation of the 
Coumarin Series. (Klinische Erfahrungen mit einem 
neuen Praparat der Cumarinreihe) 

Z. RemniS and M. Kusik. Schweizerische Medizinische 
Wochenschrift [Schweiz. med. Wschr.| 78, 785-790, Aug. 
14, 1948. 6 figs., 19 refs. 


Clinical trial of a new anticoagulant of the dicoumarin 
series is described. The preparation is the ethyl ester 
of di-(4-hydroxy-coumarinyl)-acetic acid, its structural 
formula being: 


OH  COOC,H, OH 


C 

It is called “ pelentan’’”’ in Czechoslovakia and “ tro- 
mexan ” in Switzerland. In these studies prothrombin 
was estimated by Legler’s modification of Quick’s 
method. In one group of subjects receiving tromexan 
the prothrombin level fell quickly (the fall beginning 
after 1 to 2 hours and the effect reaching its maximum 
within 12 to 24 hours); in the second and more resistant 
group the effect started after 4 to 8 hours and did not 
reach its maximum before 24 hours. No effect was 
found upon the blood count or bleeding time; the onset 
of coagulation was within normal limits, but its end was 
delayed to 30 to 60 minutes. No changes were found in 
the results of liver function tests and in carbohydrate 
metabolism (except in 2 cases of severe diabetes and 1 of 


1 
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chronic nephritis). Except for some haematuria at 
very low prothrombin levels there were no changes in 
renal function, or in the permeability of the capillaries of 
the skin. When regular determinations of the prothrom- 
bin level were possible, an initial dose of 4 tablets (each 
containing 0-3 g.) was given by mouth for the first 2 to 5 
days, followed by an average maintenance dose of 1 to 2 
tablets daily to keep the prothrombin level at about 10%. 
In cases in which the prothrombin content could not | 
be determined patients received 3 tablets daily for the 
first 2 days, 2 tablets for the following 2, and 1 tablet for 
the next 2 days; a maintenance dose of 1 tablet daily was 
continued until the symptoms disappeared. The effect 
of the drug was not influenced by the concurrent admini- 
stration of coagulen’’, manetol”’, calcium, adrena- 
line, or vitamin K. Giving 200 ml. of fresh blood 
increased the prothrombin level by 80% within 8 hours, 
whereas stored blood failed to show this effect. Clinical * 
results are described in 222 cases. In 6 cases of throm- 
bosis symptoms disappeared within about a week. In 
53 cases of thrombophlebitis the results were more 
satisfactory if the drug was given at an early stage; 
sulphathiazole or penicillin was given concurrently. Of 
38 cases of Buerger’s disease the results were encouraging 
in 29. Of 76 patients with obliterative arteriosclerotic 
disease in the extremities some improvement was found 
in 40 cases in which prothrombin was maintained 
at the desired level and vasodilator drugs were given 
concurrently; in these cases pain at rest disappeared and 
ischaemic pain on exertion decreased. Four cases of 
diabetic endarteritis did not respond and the results 
in 7 cases of myocardial infarction were inconclusive. 
Untoward effects occurred only occasionally: haemat- 
uria (4 cases), petechial haemorrhages from the gums 
(7 cases) and from the skin of areas of phlebitis (4 cases). 
The therapeutic dose of tromexan is four times that of 
dicoumarol, the latent period of tromexan is much shorter 
and its effect passes off more quickly than that of dicou- 
marol when the drug is discontinued, the prothrombin 
level can be controlled more easily, the toxicity of 
tromexan is so much lower that its administration can 
be continued over long periods and in certain cases even 
without determination of the prothrombin level, and 
untoward effects are much rarer than with dicoumarol. 
A. Schott 


See also Section Cardiovascular Disorders, Abstracts 
1123-4. 


955, A Natural Precursor of the Folic Acid Complex 
D. A. Hatt. Nature [Nature, Lond.] 162, 178-179, 
July 31, 1948. 5 refs. 


Anenzyme capable of converting histidine into material 
having growth-promoting activity for Streptococcus 
faecalis R. has been shown to be widely distributed in 
nature. It occurs inrelatively high concentration in mouse 
skin, in mouse and cat liver, in hog spleen and duodenum, 
and in horse heart. Certain of these tissues contain 
pre-formed growth factor, because their biological activity 
withstands the application of heat sufficient to destroy 
enzyme action. They also apparently contain appreciable 
amounts of the precursor postulated by Elvehjem since 
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incubation of fresh samples causes increased activity. 
Furthermore, these preparations are capable of produc- 
ing increased activity when incubated in the presence of 
histidine. The enzyme system involved is not identical 
with the vitamin Bc conjugase, but is probably identical 
with that described by Elvehjem in rat-liver homogenates. 
It is also suggested that the true substrates for the enzyme 
producing folic acid may be the unstable hexone bases 
produced during the oxidative deamination of histidine. 

If tissues of such a large variety of animals are capable 
of synthesizing folic acid in vivo as well as in vitro, 
doubt must be cast on theories attributing sulphonamide- 
induced blood dyscrasias to intestinal sterilization. It 
may also be expected that the presence of amino-acids in 
biological materials, will tend to produce discrepancies 
in microbiological assays of the growth factor. 

L. J. Davis 


CHEMOTHERAPY 


956. Chemotherapy of Pulmonary Tuberculosis with 
Sulphetrone 

T. ANDERSON and S. J, STRACHAN. Lancet [Lancet] 
2, 135-139, July 24, 1948. 4 figs., 4 refs. 


The results given of trials of “ sulphetrone”’’ in 
pulmonary tuberculosis derive from a 3 years’ test at 
Knightswood Hospital, Glasgow (mainly for advanced 
cases). They are summarized in the table below. 


Slight | Definite 

Type of | No 
Tuberculosis wy Change Worse |Died) Totals 
Miliary .. 1 4 5 
Broncho- 

pneumonic — — 4 4 
Advanced 

bilateral 

pulmonary -~ 1 4 4 6| 15 
Moderately 

advanced 

pulmonary 8 15 5 5 . 
In children 1 15 1 1 1 19 
Pleurisy with 

effusion .. z 6 1 _— 1 10 
Genito- 

urinary 1 1 2 

Skin —. 2 — |— 2 

Totals .. 12 40 es 10 | 26} 100 


The daily dose was gradually increased in order to 
obtain a blood level of 5 to 8 mg. per 100 ml. (average 
daily dose of 9 g. in adults). Fluid intake was limited to 
3 pints (1-7 litres) daily and alkali and iron were given. 
The authors began with alternating periods of treatment 
and rest, but later saw the need for continuous therapy 
over long periods (one patient is mentioned as having 
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treatment for 70 weeks, although it is not stated whether 
this was continuous). The toxic effects mentioned by 
Brownlee (Abstract 958) were all observed, but in addi- 
tion a sensitization rash appeared in 10 patients; interrup- 
tion of treatment was usually unnecessary, though one 
patient developed exfoliative dermatitis. 

The authors make some interesting observations. 
They believe that the early infiltrative lesion is most 
likely to benefit from therapy. Cavities and fibrotic 
lesions are not affected. In bilateral cases, sulphetrone 
may be useful in bringing the patient to a stage at which 
collapse therapy may be attempted. 

[The authors forestall the obvious criticism by men- 
- tioning absence of controls. This is especially to be 
regretted since the period of treatment with stages of rest 
in bed was usually fairly long, and preliminary observa- 
tion was usually short.] J. V. Hurford 


957. Blood and Bone Marrow Concentration of Atal 

and its Role in Aplastic Anemia : 

L. G. Parmer. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 33, 827-832, July, 1948. 
8 refs. . 


Details are given of the concentration of “‘atabrine” 
(mepacrine) in the bone marrow, red and white cells, liver, 
spleen, thymus, and lymph nodes of rabbits and chickens 
given a single intramuscular injection of 8 mg. per kilo of 
mepacrine dihydrochloride. The values were determined 
after 4 hours and until total excretion of the drug. In 
rabbits the spleen contained 40-6 mg. per kilo, the liver 
7:7 mg., and the bone marrow between 3-1 and 5 mg. 


The concentration in the leucocytes was 1:87 mg., as ~ 


against 0-08 and 0-27 in the plasma and erythrocytes 
respectively. A trace was found in the marrow up to the 
thirteenth day. Lymph nodes retained the drug for more 
than 26 days, whereas liver and spleen were free by 
the eighteenth day. In chickens, whose red cells are 
nucleated, the results were similar except that mepacrine 
disappeared from the marrow within 4 days. In 2 male 
human subjects the concentration in the bone marrow 
was found to be 20 times that in the plasma. In 2 
patients suffering from chronic myeloid and 1 from 
chronic lymphatic leukaemia, high concentrations of 
mepacrine were found in the white cells. The low 
concentration of the drug in the nucleated red cells of the 
chicken would seem to indicate that the high marrow 
concentration was due to accumulation in the cells of the 
myeloid series, red cell concentrations béing much less. 
The relationship of these facts to the occasional 
occurrence of aplastic anaemia in subjects taking mepa- 
crine is considered; it is concluded that there is no 
direct local effect of the drug on the cells and that the 
response represents an idiosyncrasy. J. L. Markson 


958. Sulphetrone: Therapeutics and Toxicology 
G. BROWNLEE. Lancet [Lancet] 2, 131-134, July 24, 
1948. 1 fig., 14 refs. 


For the chemical and physical properties of “* sulphe- 
trone”’ (tetrasodium 4,4-bis(y-phenylpropylamino)-di- 
phenylsulphone-«,y,« ‘ -tetrasulphonate) and its estima- 


tion in body fluids this detailed article must be consulted 
in the original. Its administration produces some toxic 
effects. Anaemia may be of three types; (1) haemolytic 
with concurrent reticulocytosis; (2) due to combination 
of sulphetrone with iron in the intestines; (3) a more 
slowly developing nutritional anaemia (possibly due to 
limitation of and change in bacterial flora of the gut). 
These may be combated by giving extra iron in the case of 
the first two types and brewer’s yeast for the last. type. 
White cells are not appreciably affected. Abnormal 
pigments, chiefly methaemoglobin but with concentra- 
tions of sulphetrone of over 10 mg. per 100 ml., also 
sulphaemoglobin and another less definite pigment, may 
appear, and it seems that oxygen capacity and intake are 
affected whilst many patients show a leaden-blue colora- 
tion of skin and mucosae. The danger of too high and 
too long-maintained blood levels—in production of which 
constipation may be a factor—is indicated by the mention 
of two cases in which death resulted from anoxia. 
Given by mouth or parenterally the drug raises alkali 
reserve, but in human subjects this is apparently adjusted, 
though mild symptoms attributable to this rise (for 
example, slight.nausea or mild headache) are best relieved 
by sodium bicarbonate. Sulphetrone is slowly absorbed 
from the intestinal tract (mostly small gut) and quickly 
cleared by the kidneys. There is no danger of crystal- 
luria. It penetrates all tissues, except brain, very 
quickly, but only small amounts appear in the cerebro- 
spinal fluid. J. V. Hurford 


PENICILLIN 


959. The Rate of Bacterial Action of Penicillin in vitro 
as a Function of its Concentration, and its Paradoxically 
Reduced Activity at High Concentrations Against Certain 
Organisms 

H. EAGie and A. D. MussELMAN. Journal of Experi- 
mental Medicine [J. exp. Med.] 88, 99-131, July, 1948. 
14 figs., 26 refs. 


The effect of exposing bacterial populations to peni- 
cillin-was studied in detail, 5 strains of Group A, 4 strains 
of Group B, and 5 strains of Group C haemolytic strepto- 
cocci being used, together with 11 strains of «-haemo- 
lytic streptococci (7 of Streptococcus faecalis), 7 strains of 
Staphylococcus aureus and 2 of Staph. albus, strains of 
pneumococci of types I, III, VIII, XI, XII, XIV and 
XXIV, and the so-called Reiter strain of cultured 
Treponema pallidum. Cultures grown for 15 hours at 
30° C. were used, except for 7. pallidum which was grown 
on Brewer’s thioglycollate medium for 48 hours at 37° C. 
Penicillin G was added in concentrations varying from 
0-004 to 2,048 yg. per mi. to the diluted culture and 
allowed to act at 37°C. Aliquot portions were with- 
drawn after 14, 3, 6, 12, and 24 hours and, with 40-fold 
dilutions, plate counts were made in agar containing 
“clarase”” or penicillinase. With the treponemal cul- 


’ tures, counts were made on Brewer’s medium enriched 


with 10% rabbit serum and with 0-2% agar added, 

enabling the organisms to grow as separate colonies. 
The concentrations of penicillin G which (a) reduced 

the net rate of multiplication, (6) exerted a net bacteri- 
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cidal effect, and (c) killed the organisms at a maximal 
rate were determined in each case. The concentration 
(c) was found to be from 2 to 20 times the minimal 
effective level. A 32,000-fold increase beyond (c) did not 
further increase the rate of killing in many cases. Such 
an increase produced a paradoxical decrease in the rate of 
killing with all 4 strains of Group B, 4 of 5 strains of 
Group C haemolytic streptococci, 5 of 7 strains of Strep. 
faecalis, 2 of 4 strains of a-haemolytic streptococci, and 
4of 9 strains of staphylococci. Only one of the strains 
(a staphylococcus) showing this paradoxical effect was 
found to produce penicillinase, and the effect was also 
observed with penicillin K and X. 

The effective concentrations of the antibiotic, and the 
maximal rate of killing at any one concentration, were 
found to vary widely between species and often within 
the species. It appeared that there was only a minor 
degree of variation amongst the cells of a given strain as 
regards the effective concentrations of penicillin, whereas 
there was a greater degree of variation in the time required 
to kill varying proportions of the cells. 

The authors discuss the bearing of these observations 
upon penicillin therapy. J. E. M. Whitehead 


960. Penicillin Blood Levels After Injection of Solid 
and Semi-fiuid Oily Suspensions of Penicillin 

J. UNGAR. Journal of Clinical Pathology [J. clin. Path.} 
1, 240-243, Aug., 1948. 1 fig., 2 refs. 


From experiments in rabbits it was found that the 
amount of beeswax in penicillin—oil-beeswax _prepara- 
tions was the determining factor in causing a delay in the 
absorption of penicillin: amounts below 4% significantly 
reduced the retarding action. Because of difficulties 


with the original Romansky formula, the author tried . 


preparations in which the suspension of penicillin in oil 
and beeswax was obtained by passing the mixture through 
a colloid mill. These preparations, containing 4:5% 


of beeswax, were semi-solid at room temperature but on 


being heated to body temperature could easily be drawn 
into a syringe and injected. Although the initial levels. 
in the blood were higher with milled preparations than 
with unmilled, the blood levels were maintained for 
shorter periods, 12 hours instead of 18 hours. The 
results were similar whether crystalline sodium or amor- 
phous calcium penicillin was employed in the pre- 
parations. R. Wien 


961. Anticoagulant Action of Penicillin in vitro. I. 
(Azione anticoagulante in vitro della penicillina. Nota I) 

G. MENGHINI. Rassegna Internazionale di Clinica e 
— [Rass. int. Clin. Terap.] 28, 131-132, April 15-30, 
948. 


The author pointed out in 1944 that crude sodium 
penicillin has a clear and pronounced inhibitory action 
on the coagulation of blood in vitro. The present report 
is limited to an investigation on the action of penicillin 
at high concentrations on whole blood in vitro. Two 
mother-solutions of crystalline penicillin (200,000 and 
50,000 units per ml.) were prepared and various dilutions 


made in 0-65% saline. The blood to be tested was taken 
from the veins of fasting healthy subjects. The coagula- 
tion time was determined by the method of Lee and White 
at 20°C. Retardation of coagulation began at a con- 
centration of 15,000 units per ml., and complete inhibition 
occurred at 40,000 units per ml. 

The results differ appreciably from those of Fleming 
and Fisher, who report inhibitory action at a concentra- 
tion of about 700 units per ml. and complete inhibition 
at 25,000 units per ml. The author ascribes this dis- 
crepancy to differences in the purity of the penicillin 
used. Fleming and Fisher also report an inhibitory 
effect on the retractibility of clot at low concentrations 
(340 units per ml. in the case of pure penicillin), and the 
author’s findings confirm this. G. Lorriman 


962. Administration of Penicillin and Streptomycin by 
Means of the Hypospray Apparatus (Jet Injection); 
Absorption, Toxicity, and Stability 

H. L. Hirso, H. Wetcu, B. MILLorr, and S. KATz. 
Journal of Laboratory and Clinical Medicine [{J. Lab. 
clin. Med.] 33, 805-810, July, 1948. 2 refs. 


The “ microjet ’’ or “ hypospray ” is an instrument by 


' which injections can be given without the use of a needle 


by means of a high-pressure jet obtained through a 
previously-wound, calibrated high-tension spring which 
can be released by a button. The material to be injected 
is placed in a bullet-shaped metal ampoule with a capacity 
of 0:25 ml. and: an orifice on the rounded tip of 0-003 
inch (0-0075 cm.) in diameter. The butt end has a 
rubber stopper against which the plunger strikes, forcing 
the contents to a depth of 0-2 to 2 cm., depending on the 
tension of the spring. 

Blood levels resulting from hypospray injections of 
50,000, 100,000 and 200,000 units of penicillin and 
0-05 and 0-1 g. of streptomycin in buffered aqueous 
solutions were assessed. The larger quantities of the 
two drugs represent the maximum amount which might 
be dissolved per ampoule in this particular apparatus. 
With only. 50,000 units of penicillin detectable levels 
were present in blood of all patients 1 hour, of 94% 
2 hours, of 63% 3 hours, and of 31% 4 hours after injec- - 
tion. When 100,000 units were injected assayable 
quantities of penicillin were found in the blood of all 
patients 4 hours, in 50% 6 hours, but in none 8 hours 
after administration. After injection of 200,000 units all 
had detectable concentrations 4 hours, 86% 6 hours, and 
only 14% 8 hours after injection. In comparison with 
injections by ordinary syringe the concentrations were 
somewhat higher and more prolonged with the hypospray 
technique. 

With 0-05 g. of streptomycin the concentrations at 4, 
8, and 12 hours were 1:25, 0°62, and 0-31 yg. per ml. 
respectively and with 0-1 g. of streptomycin 2-5, 1-25, 
and 0-625 jug. per ml. at the same times. Twelve-hourly 
injections of streptomycin were given by needle and by 
hypospray methods, serum estimations being performed 
immediately before each injection. No added effect from 
repeated injections was found, for the blood concentra- 
tions by the twelfth hour were at a plateau, and no 
essential differences were noted in the results by the two 
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methods. No increment of the streptomycin in the 
blood was obtained after 4-hourly injections. 

The instrument produced a stable pressure on the skin 
of 2,300 Ib. per sq. inch. The depth of penetration 
varies with the site of injection and the race of the 
patient though, in this group, these variations did not 
affect the blood levels. Most of the 60 patients treated 
complained of a momentary stinging sensation at the 
injection site, particularly with the larger doses. Two 
developed small haematomata, one a small area of in- 
duration, and another a subcutaneous nodule. Aqueous 
solutions of penicillin stored in the metal containers were, 
as always, unstable. 

[The instrument has been improved so as to discharge 
0-5 and 1 ml. When certain difficulties have been over- 
come it may prove very useful in clinic practice especially 

for children and those with a fear of the needle.] 
. R. R. Willcox 


963. The Immediate Urticarial Reaction to Intradermal 

Testing in Penicillin Hypersensitivity © 

J. FARRINGTON and J. TAMURA. Journal of Investigative 

— [J. invest. Derm.] 10, 421-424, June, 1948. 
refs. 


The authors state that two types of reactions may be 
elicited in intradermal skin-tests for hypersensitivity to 
penicillin. (1) The tuberculin type of reaction appears 
in 24 to 48 hours after the test injection. The test may 
therefore be of no use in an emergency. (2) An imme- 
diate reaction appears in some cases (24 out of 94 hyper- 
sensitive cases). This appears in 2 to 5 minutes and 
consists of an exacerbation of the original injection 
wheal and spread of surrounding erythema of varying 
intensity with pseudopodia; the tuberculin-type reaction 
usually follows 24 to 48 hours later but not always. 
Patients with this immediate reaction have almost 
invariably developed one of the general hypersensitivity 
reactions if penicillin has afterwards been given in 
therapeutic dosage. 

The authors think that this immediate response may 
sometimes be useful and time saving, but they recognize 
its limitations as regards reliability and importance. 

G. B. Dowling 


964. Penicillin in the Treatment of Experimental 
Infections with Pasteurella multocida 

G. M. NEEDHAM. Proceedings of the Staff Meetings of 
the Mayo Clinic [Proc. Mayo Clin.| 23, 361-367, Aug. 4, 
1948. 5 refs. 


In vitro tests on a number of strains of pasteurella 
from human sources (7 out of 9 in cases of bronchiec- 
tasis) and from animals and birds were made for sensi- 
tivity to penicillin. Inhibition was produced by concen- 
trations of 0-1 to 0-8 unit per ml. Since mice are highly 
susceptible to intraperitoneal inoculation of such or- 
ganisms, these animals were used for in vivo tests and 
it was found that after inocula varying from 100 to 1,600 
lethal doses animals treated with 500 units per ml. at 
suitable intervals were protected. With the higher doses 
of organisms smaller quantities were ineffective. In 


most of the experiments procaine penicillin G in oil was 
used, injections being carried out at 12-hour intervals, 
but a dosage of 50 to 200 units in saline solution was 
so effective at shorter intervals. [Pasteurella multocida 
is synonymous with Pasteurella septica, and is the causal 
organism of haemorrhagic septicaemia in different 
animal species. According to  Bergey’s Manual of 
Determinative Bacteriology (1948, 6th edition) P. multo- 
cida has priority over P. septica.]} G. T. L. Archer 


See also Section Microbiology, Abstract 1050. 


STREPTOMYCIN 


965. Preliminary Data on the Production of a Strepto- 
mycinase by Certain Strains of Bacteria. (Premiéres 
données sur las production d’une “ Streptomycinase ” 
par certaines souches microbiennes) 

BE. Argue, B. SureAU, F. Boyer, and M. SAvIARD, 
Comptes Rendus Hebdomadaires des Séances de I’ Académie 


_ des Sciences [C.R. Acad. Sci., Paris] 227, 96-98, July 5, 


1948. 


The growth of Actinomyces griseus can be inhibited by 
certain strains of enterococci and by a strain of Pseudo- 
monas aeruginosa (=Ps. pyocyanea): filtrates of the 
culture fluids of these organisms inactivate streptomycin, 
and this action is believed to be due to the presence of 
an enzyme, a streptomycinase. G. M. Findlay 


966. The Morphology of the Blood During Streptomycin 
Therapy. (Osservazioni sulla morfologia del sangue in 
corso di trattamento con streptomicina) 

F. Scupert. Acta Medica Italica di Malattie Infettive e 
Parassitarie [Acta med. ital. Mal. infett. parassit.| 3, 
179-183, July, 1948. 7 refs. 


The febrile and histamine reactions which authors have 
described as following the administration of streptomycin 
in tuberculosis are ascribed by the author to impurities 
in the drug. He has used a pure preparation in 15 cases 
of tuberculosis of various forms and in various stages— 
cavitation of the lungs, pleurisy, meningitis—without any 
untoward sequelae. 

The author gives details of his 15 patients; the dose 
was | g. of streptomycin daily [the route of administra- 
tion is nowhere mentioned]. The blood was examined 
in each case before treatment was begun; again after a 
few days, and a third time at the end of treatment. Two 
of the patients were very ill, one dying in 5 days and the 
other in a fortnight, but in the remaining 13 the following 
changes in the white cell picture were found: a steady 
fall from a leucocytosis ranging between 5,200 and 
17,110 per c.mm., with an average of a little over 10,000, 
to practically normal, with limits of 5,300 and 9,600 and 


an average of 7,092 per c.mm. In every case there was” 


a rise in eosinophil count, usually to 7% or so with a slight 
fall in lymphocytes. The red corpuscles showed little 
change, the erythrocyte count remaining about the same. 
The rise in eosinophil count is ascribed to the action of 
the streptomycin in setting free heterologous protein 
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from the site of the lesion and also in part to “a toxic 
effect such as is seen with other drugs ”’ [not very satisfying 
as an explanation]. H. Harold Scott 


967. Sensitivity to Streptomycin. Anaphylactic Shock 
with Recovery Following an Intracutaneous Test 

F. L. Rosen. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 137, 1128, July 24, 1948. 


The case is reported of a nurse who complained for a 
year of rash and itching of the fingers and: back of the 
hands. She had never received streptomycin, but was 
exposed to it during the course of her work. After an 
intracutaneous injection of 0-05 ml. of streptomycin 
(5,000 units) the patient collapsed within 2 minutes; 


* some relief was obtained from adrenaline, but generalized 


itching persisted for two days. It is suggested that the 
cutaneous test dose might be considerably reduced. 
R. Wien 


968. A Case of Skin Sensitization to Streptomycin 
C. STRINGFELLOW. British Medical Journal [Brit. med. 
J.] 2, 387-388, Aug. 21, 1948. 2 refs. 


A nursing sister after giving injections of streptomycin 
for 3 months developed sensitization phenomena of the 
hands, flexures of the elbows, and eyelids, with a mild 
rhinitis. A patch test with 0-2 ml. of a 1 in 5 solution 
of streptomycin calcium chloride complex containing 
1 g. of active base in 1-3 g. of substance, was positive 
after 24 hours’ application. Patch tests on 7 other 
nurses who had administered the drug failed to reveal 
further cases of sensitization. A. W. Frankland 


969. Eczematous Contact Dermatitis due to Strepto- 
mycin. 

H. Kei and A. Trosow. Annals of Allergy (om. 
Allergy] 6, 435-438, July—Aug., 1948. 2 refs. 


A nurse developed a contact dermatitis 10 days after 
she began to handle streptomycin. Positive patch tests 
were obtained when the pure white crystalline strepto- 
mycin was used. [When this article was submitted by 
the authors, similar cases had not been reported.] 

A. W. Frankland 


See also Section Paediatrics, Abstract 1076. 


SULPHONAMIDES 


970. p-Aminomethylbenzenesulfonamide (Sulfamylon) : 
Its Determination in Biological Fluids, with a Preliminary 
Report on the Blood Serum Levels Obtained upon Oral 
and Subcutaneous Administration 

M. L. HeEIDEMAN and R. C. RUTLEDGE. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 93, 451-456, Aug., 1948. 4 figs., 5 refs. 


The authors, working in the Department of Pediatrics 
of the Washington University School of Medicine and 
the St. Louis Children’s Hospital, have developed a 
method for the determination of p-aminomethylbenzene 


- which is not yet known. 


sulphonamide (‘* sulphamylon ”’, “‘ marfanil ’’) based on 
the absorption spectra of the compound (maximum at 
265 my) and the fact that, when optical density is plotted 
against concentration, the results are linear. The 
hydrochloride was used for the work. In clinical cases 
the authors recommend that blank analyses be performed 
on samples taken before administration of the drug, since 
most biological fluids yield appreciable values. These 
blank values are subtracted from the respective unknowns. 
Analyses of sera of patients receiving penicillin, strepto- 
mycin, or salicylates showed that these substances do not 
interfere with the spectrophotometric assay, but sul- 
phonamides do interfere markedly. Administration of 
doses of 0-6 g. per kg. by mouth gave a peak level of 
15 to 35 mg. per 100 ml. (in serum) at 4 hours, decreasing 
to less than 5 mg. per 100 ml. at 8 to 12 hours. The 
subcutaneous administration of doses of 0-5 or 0°6 g. 
per kg. during 1-1 to 4 hours gave peaks of up to 45 mg. 
per 100 ml. (in serum) after 1 to 4 hours and again de- ~ 
creasing to less than 5 mg. per 100 ml. after 4 to 8 hours. 
Malcolm Woodbine 


971. The Increase of the Bacteriostatic Power of Sul- 
phonamides by Association with Anti-thyroid Compounds. 
(Sur l’exaltation du pouvoir bactériostatique des sulf- 
amides par l’association avec les anti-thyroidiens) 

D. LipERMANN and F. Boyer. Comptes Rendus Hebdo- 
madaires des Séances de Il’ Académie des Sciences [C. R. 
Acad. Sci., Paris] 227, 377-380, Aug. 2, 1948. 7 refs. 


The addition of antithyroid drugs to sulphonamides 
enhances the bacteriostatic power of the sulphonamides 
against pneumococci and haemolytic streptococci. 
The action can be shown by 6-benzyl-thiouracil, 5,6- 
tetramethylene thiouracil, and 6-methyl-thiouracil when 
mixed with sulphanilamide or sulphathiazole. The 
addition of an excess of the antithyroid compound does 
not increase the bacteriostatic action; thus the results 
of the addition to 20 mg. of sulphathiazole of 2 mg. of 
6-benzyl-thiouracil are the same as those obtained when 
5 or 10 mg. are added. G. M. Findlay 


972. Experimental Investigations with a New Sulphon- 
amide of Low Solubility, “‘ Formo-Cibazol.’’ (Experi- 
mentelle Untersuchungen iiber ein neues schwerlésliches 
Sulfonamidderivat: Formo-Cibazol) 

L. Nerpp, O. ALLEMANN, and R. MEIER. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.}-78, 
689-693, July 17, 1948. 5 figs., 24 refs. 


** Formo-cibazol”’ is referred to as ‘* 6257” by 
Bhatnagar and others (Brit. med. J., 1948, 1, 719), who 


_ found that in cholera oral treatment in total doses vary- 


ing from 16 to 30 g. resulted in recovery in 82 out of 85 
cases. The product is formed by.the condensation of one 
molecule of formaldehyde with one molecule of sulpha- 
thiazole, and not by three molecules of formaldehyde and 
two of sulphathiazole, as stated previously. It is a 
sparingly soluble white powder the exact composition of 
Its in vitro action was tested on 


agar plates. The diameters of the zones of inhibition © 
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against Staphylococcus aureus, Streptococcus pyogenes, 
Bacterium coli, Salmonella paratyphi B, and Proteus 
vulgaris, were as follows. For formo-cibazol the figures 
were 38, 22, 25, 42, and 28 mm. respectively; for phthalyl- 
sulphathiazole, 0, 0, 22, 0, and 0 mm.; and for sulpha- 
thiazole, 35, 0, 28, 0, and 30 mm. respectively. Although 
the effect of diffusion and other factors were considered, 
this new sulphonamide derivative appeared to have a 
greater bacteriostatic effect than either sulphathiazole or 
phthalylsulphathiazole. These results were confirmed 
in vivo in experiments with mice infected with streptococci 
(1,000 lethal doses). By intraperitoneal or subcutaneous 
injection in doses of 0-36 to 0-5 mg. per g., the percentages 
surviving longer than 48 hours after treatment with 
formo-cibazol, sulphathiazole, and succinylsulphathia- 
zole were 100, 50, and 0, respectively. The proportion 
of the dose eliminated in the urine was 21, 98, and 66% 
respectively. The condensation product had a prophy- 
lactic as well as a curative action, but oral administration 
was much less effective than parenteral. Since it was 
poorly absorbed from the gastro-intestinal tract (the 
lethal dose orally for mice was greater than 65 mg. per g.), 
and not readily eliminated by the kidneys, it was con- 
sidered to be of possible use in intestinal infections. A 
study of its effect on the intestinal flora of mice, rats, 
rabbits, and dogs showed that oral administration of 
0:25 to 1 mg. per g. four times daily for 7 to 15 days 
produced a marked diminution (1,000 to 10,000 times) 
in the coliform colonies detectable on agar plates. The 


compound was given as a fine suspension (prepared by . 


_ the addition of a detergent, ‘“‘ sapamine”’) in water or 
with the diet. It had a bactericidal as well as a bacterio- 
static action. The authors’ contention that this com- 
pound has advantages over other sulphonamides on 
account of its effect on coliform organisms, its low 
sdlubility and toxicity, seems to be borne out by the 
clinical findings of Bhatnagar and his colleagues. 
R. Wien 


TOXICOLOGY 


973. Thrombopenic Purpura following C 

P. L. NUDELMAN, I. L. Lerr, and C.D. Howe. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
137, 1219-1220, July 31, 1948. 8 refs. 


_ Thrombocytopenic purpura following quinine therapy 
is not very uncommon, but only one case due to quinidine 
is reported in the literature. The authors add a further 
case of their own. This was in a female aged 57 with 
supraventricular paroxysmal tachycardia; she had been 
treated with quinidine sulphate 0-6 g. daily. After a 
total dosage of 6 g. she developed bleeding from the gums, 
petechiae in the conjunctivae, and widespread purpura. 
The spleen became enlarged, the tourniquet test was 
positive, the bleeding time was over 30 minutes, the clot- 
ting time normal, and there was no clot retraction after 
3 hours. The platelet count was 4,000 per c.mm., and 
sternal puncture showed megakaryocytes present and 
normal in number and appearance. A transfusion of 
500 ml. of 3-day-old citrated blood caused the bleeding 
to cease 5 hours later, and subsequently the platelet 


- 


count returned to normal. After complete recovery a 
test dose of quinidine sulphate 0-1 g. was given. The 
bleeding recurred, and after 3 hours the platelet count 
fell to zero. Once again transfusion of 1 pint (568 ml.) 
of blood produced rapid recovery. Geoffrey McComas 


974. The Efficacy of BAL (2,3-Dimercaptopropanol) in 
the Treatment of Experimental Lead Poisoning in Rabbits 
F. G. GERMUTH and H. EAGLe. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.) 92, 
397-410, April, 1948. 2 figs., 17 refs. 


The effect of BAL (2,3-dimercaptopropanol) in lead 
poisoning has been investigated. In subacute lead 
poisoning produced by the subcutaneous injection of lead 
acetate into rabbits BAL significantly reduced the survival 
time of treated animals as compared with untreated 
controls. In a second series of experiments this effect 
was not observed; all the animals, treated and untreated, 
died within the same period. Nevertheless, it was found 
that BAL increased the excretion of lead from five- to 
forty-fold, the effect lasting for some 4 hours after a 
single injection of the compound. Before this, lead 
excretion had been poor, despite the injection of 120 mg. 
of lead acetate per kilo of body weight for 5 days. This 
accelerating action on lead excretion could be obtained 
at least 11 days after the last injection of lead, and this 
was related to the formation of large lead depots at the 
site of injection. 

The effect on léad excretion of multiple injections of 
BAL was also studied. It was found that the 2-hourly 
excretion of lead was considerably increased by the first 
injection of BAL, but the response fell off rapidly, and by 
the eleventh injection (spread over a 5-day period) the 
increase in excretion was two- to three-fold, as com- 
pared with a thirty-five-fold increase at the first injection. 


~ Only a minute fraction of the total lead store was ex- 


creted in this way. BAL inhibited lead excretion by the 
gut in animals suffering from subacute lead poisoning, 
but this might have been due to a diminution in the total 
faecal output of the animals. The drug was given 3 days 

after the last of five doses of lead acetate: There was the 
usual increase in urinary excretion of lead in these 
animals. BAL had no effect on the histological changes 
produced by subacute lead poisoning. 

BAL was also given in acute lead poisoning in rabbits. 
The results were similar to those obtained in the previous 
experiments. The drug had no effect on survival time; 
the urinary excretion of lead increased, but not to the 
same extent as in subacute poisoning; no histopatho- 
logical changes were observed. 

A lead-BAL complex was prepared which was found 
to contain 60% of lead, with one mol of lead to one mol 
of BAL, and to be insoluble in acids and common organic 
solvents; it was soluble in normal sodium hydroxide and 
when the solution was neutralized to pH 8-0 to 8°5 it 
appeared to form a colloidal suspension. At a lower pH 
a precipitate formed. The lead-BAL complex when 
injected intravenously had an LD 50 about twice that of 
lead acetate. The LD 95 was the same for the complex 
and for lead acetate. It is concluded that the formation 
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of a toxic lead-BAL complex, together with mobiliza- 
tion of some of the lead from the tissues, may be the 
cause of the acceleration of lead poisoning observed with 
BAL in some experiments. J. D. Judah 


975. Use of Sulphydryl Derivatives, and in Particular of 
Sodium Thiomalate, as Protective Substances in Mercury, 
Arsenic, and Lead Poisoning. (Emploi de composés 
sulfhydrilés (Group SH) et en particulier du thiomalate 
de sodium (3,606 R.P.) comme substances protectrices 


' dans les intoxications mercurielle, arsenicale, saturnine) 


F. MEIDINGER. Archives Internationales de Pharma- 
codynamie et de Thérapie (Arch. int. Pharmacodyn.] 76, 
351-366, June 1, 1948. 11 figs., 19 refs. 


The author has compared the preventive and 
curative activity of sodium thiomalate (R.P. 3,606), 
the sodium salt of the formaldehyde bisulphite complex 
(“ rongalite’’), and BAL in poisoning with mercuric 
chloride, and of sodium thiomalate and BAL in neo- 
arsphenamine poisoning; he has also studied the pro- 
tective action of sodium thiomalate in poisoning with 
neutral lead acetate. 

1. Experiments with mercuric chloride. Groups of 
rabbits (5 animals in each group) were used. After 


administration of the toxic and protective agents the . 


animals were observed for 15 days, or until death if this 
occurred earlier, and their blood urea was determined 
at 3, 7, and 15 days. In preventive tests each rabbit was 
given 7:5 mg. per kilo of mercuric chloride immediately 
preceded by 0-5 g. per kilo of sodium thiomalate or 
0-7 g. per kilo of rongalite by the same route. In the 
BAL tests mercuric chloride was given by mouth in doses 
of 50, 35, and 25 mg. per kilo respectively 3 hours after 
administration of the protective agent, 20 mg. per kilo, 
subcutaneously in oil. The dose of the protective agent 
per unit of body weight in each case corresponded to 
about one-sixth of the median lethal dose for mice. 
Under these conditions sodium thiomalate appeared to 
be superior in its protective activity to either of the other 
two agents; with sodium thiomalate all 5 animals sur- 
vived for 15 days, whereas with the other two agents 
not more than 3 animals survived for that time in any 
one group. Blood urea data also revealed the superior 
activity of sodium thiomalate. 

In curative tests mercuric chloride was given to rabbits 
by mouth in doses of 50, 35, and 25 mg. per kilo, 
respectively. The protective agents were administered 
as follows: (a) sodium thiomalate, 0-5 g. per kilo 
intravenously, 45 minutes (except in one test) after the 
mercury salt; (6) rongalite, 0-7 g. per kilo, intravenously, 
45 minutes after the poison; and (c) BAL 20 mg. per 
kilo subcutaneously in oily solution immediately after 
the poison. With all three doses of mercuric chloride 
the mean survival time of the animals was longer and the 
uraemia less marked with sodium thiomalate than with 
either of the other two detoxicants. 

2. Experiments with neoarsphenamine. Neoarsphen- 
amine given subcutaneously in doses of 0-325 and 
0-45 g. per kilo, killed 11 out of 20 and 27 out of 30 mice 
respectively. Sodium thiomalate, in a dose of 1 g. per 
kilo subcutaneously immediately before these doses of 


neoarsphenamine, reduced the number of animals that 
died to 1 out of 20 and 3 out of 20 respectively, and when 


given immediately after the injection reduced mortality 


to nil and 13 out of 20 respectively. BAL administered 
subcutaneously in oil in a dose of 20 mg. per kilo either 
3 hours before or immediately after these doses of 
neoarsphenamine increased the mortality to almost 100°. 

3. Experiments with lead acetate. Neutral lead acetate 
was injected intravenously into groups of rabbits, 10 
rabbits in each group, in doses of 0-125, 0-05, and 
0-025 g. per kilo, and the deaths recorded up to 15 days 
thereafter numbered 9, 8, and 8 respectively. In com- 
parable groups treated with the same doses of lead 
acetate immediately preceded by 0-5 g. per kilo of 
sodium thiomalate given intravenously, the number of. 
deaths up to 15 days was 8, 1, and 3 respectively. Most 
of the surviving rabbits given lead acetate alone developed 
a marked uraemia; in most of the survivors to which 
sodium thiomalate also had been given the blood urea 
remained within normal limits. 

Sodium thiomalate exerted no protective action against 
poisoning with morphine, cocaine, procaine, or pheno- 
barbitone. It was shown to have a diuretic action in 
rats in doses down to about 60 mg. per kilo sub- 
cutaneously. It had no appreciable action upon the 
isolated frog heart in concentrations below about 10%. 
At that level a momentary diminution in the amplitude 
of the beat followed by a transitory increase was observed. 
The median lethal dose of the compound in mice was 
found to be 1-5 g. per kilo for intravenous, 3 to 4 g. per 
kilo for subcutaneous, and 9 to 12 g. per kilo for oral 
administration. A. L. Walpole 


976. Treatment of Alcoholism by Intravenous Injections 
of Alcohol, Glucose, and Liver Extract. (La désin- 
toxication alcoolique au moyen d’injections intravein- 
euses d’alcool glucosé hépatisé) 

R. Lecog. Bruxelles-Médical [Brux.-méd.] 28, 1579- 
1587, Aug. 1, 1948. 16 refs. 


During the past 10 years, fragmentary articles have 
been published in the press on the treatment of alcoholics 
by intravenous injections of alcohol, glucose, and liver 
extract. The principles on which the author has worked 
are: (1) Alcohol can be used as a food up to a concentra- 
tion of 1 g. per kg. body weight; above this level it proves 
toxic. (2) Chronic alcoholism is accompanied by 
humoral imbalance, as shown for example by fall in the 
alkali reserve and increase in the cholesterol-urea ratio 
in the blood. (3) Intravenous injections of alcohol (or 
better, of alcohol, glucose, and liver) prevent hallucina- 
tions or delirium tremens in the chronic alcoholic and 
act in progressively smaller doses. (4) Humoral distur- 
bances produce the well-known irritability and nervous 
excitement of the alcoholic. (5) Administration by all 
routes except the intravenous creates craving for alcohol. 

The preparation (“‘ curethyl ”’) injected consists of 25% 
redistilled alcohol, isotonic glucose, and active liver 
extract. Injections are given of 1 to 4 ampoules contain- 
ing 50 ml. daily. Some patients complain of pain in the 
upper arm, some of a taste of alcohol in the mouth, and 
occasionally there is slight fever (prevented by ascorbic 
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acid injections) or drunkenness. The only complications 
in a series of scores of thousands of injections have been 
delirium or local haematoma formation from a displaced 
needle. 

This treatment is indicated in the chronic alcoholic, 
who is often transformed after 5 or 6 days. Indigestion, 
acidosis, tremors, poor appetite, hallucinations, and 
aggressiveness disappear; the patient becomes more 
friendly, alert, and intelligent. The treatment is some- 
times effective in the alcoholic who only drinks occa- 
sionally, though here in addition the feeling of inferiority 
must be treated. 

With the patient’s consent, he is kept in bed for the 
first 4 days, during which period he is given 4 ampoules 
the first day, 3 the second day, and 2 the third and fourth 
days; after that he. should receive 1 ampoule each day 
for 6 more days (preferably in the morning) and can get 
up after mid-day. For operations such as cataract 
extraction, 50 ml. (1 ampoule) daily is usually enough. 
After treatment, the patient should drink nothing but 
water or fruit-juices for at least a year. Usually he agrees. 
If he is allowed even one drink a day, he may slip back 
into his old ways, but more than one course of treatment 
can be given successfully. Out of 2,000 patients treated 
the number who relapsed was, as far as is known, between 
5 and 10%. The most important factor is to remove the 
craving for drink, which involves a thorough change in 
the patient’s outlook. T. E. C. Early 


977. Conditioned-reflex Treatment of Chronic Alco- 
holism. Results Obtained in 2323 Net Cases from 3125 
Admissions Over a Period of Ten and a Half Years 

P. O’HOLLAREN and F. LemMere. New England Journal of 
Medicine [New Engl. J. Med.| 239, 331-333, Aug. 26, 
1948. 1 fig., 6 refs. 


From 1935-45 the conditioned-reflex method of treat- 
ment for chronic alcoholism was tried in 3,125 patients. 
Details of the method—which aims at establishing a 
conditioned-reflex aversion to all types of alcoholic 
beverages by administration of emetine—are not given. 
The majority of the patients were between 35 and 55 
and 93% were men. There were 3 deaths attributable 
to the treatment; 304 patients did not complete treatment 
and 448 could not be traced. Altogether 2,323 patients 
were followed up; of these 1,042 were abstinent at the 
end of 1945 and a further 92 were treated again after 
a relapse and then remained abstinent. In 868 who 
relapsed the average period of abstinence was 11 months. 

N. S. Alcock 

See also Section Medical Jurisprudence, AbstrAct 

989. 


978. ‘Digitoxin Poisoning. Report of 30 Cases 
N. FLAXMAN. American Journal of Medical Sciences 
[Amer. J. med. Sci.] 216, 179-182, Aug., 1948. 14 refs. 


This is a report of 30 cases in 13 months of poisoning 
by over-dosage of digitoxin. The symptoms and signs 
differed from those seen in cases of poisoning by prepara- 
tions of the whole leaf of Digitalis purpurea, in that 
anorexia, nausea and vomiting were infrequent. The 
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most important manifestations were disorders of the 
cardiac mechanism, the following being observed: 
premature contractions (11 cases), auricular fibrillation 
(10), auriculo-ventricular block (5), S-T and T depression 
in the electrocardiogram (19), sinus bradycardia (4), 
partial heart block (4), sinus block (2), and paroxysmal 
ventricular tachycardia (1). The author does not 
consider that digitoxin is a safe drug; a careful watch 
should be kept, not only clinically but with the electro- 
cardiograph, for signs of toxic effects. It is suggested 
that a good whole-leaf preparation of Digitalis purpurea 
or Janata should be the drug of choice for routine use, as 
warning symptoms and signs of over-dosage with such a 
preparation are easily recognized clinically. ; 
C. Bruce Perry 


979. Acute Atropine Poisoning. Review of 8 Cases 
R. B. WELBouRN and J. D. Buxton. Lancet [Lancet] 
2, 211-213, Aug. 7, 1948. 7 refs. 


Because of an error in dispensing 13 young men 
requiring minor operations received gr. + (11 mg.) of 
atropine sulphate subcutaneously as a pre-anaesthetic 
agent. Eight of the patients, 4 of whom were observed 
by the authors, developed toxic signs; 4 others-were not 


_under the authors’ care and the precise dose of atropine 


administered to them was not known. Anaesthesia 
was induced by intravenous soluble thiopentone (0°35 g.) 
and maintained by nitrous oxide and oxygen. Difficulty 
in varying degree was experienced in anaesthetizing these 
patients, presumably due to the action of atropine on the 
central nervous system and body metabolism. In 3 
cases, when “ trilene”’ (trichlorethylene) was added to 
the gas and oxygen mixture, there was no difficulty, and 
it is therefore_believed that the former antagonizes the 
action of atropine on the nervous system. SS. Karani 


980. Brain Volume, Diameter of the Blood-vessels in the 
Pia Mater, and Intracranial Pressure in Acute Carbon 
Monoxide Poisoning. [In English] 

T. Ss6stTRAND. Acta Physiologica Scandinavica [Acta 
physiol. scand.| 15, 351-361, July 20, 1948. 2 figs., 
4 refs. 


The cause of headache after carbon monoxide poison- 
ing was investigated by studying the effects of the gas on 
the brain volume, diameter of the blood vessels in the 
pia mater, and intracranial pressure. A glass window 
was mounted in the skull of cats under light anaesthesia, 
and carbon monoxide administered through the lungs. 
Measurements were made of the blood vessels and 
changes in brain volume with an “ ultropak ”’ micro- 
scope. The intracranial pressure was measured by a 
water manometer connected to a cannula fastened to the 
window. During absorption of carbon monoxide the 
diameter of the blood vessels, particularly arteries and 
capillaries, in the pia mater increased. The diameter of 
the veins was, however, only ‘slightly changed. After 
the cessation of carbon monoxide administration the 
brain volume and the diameter of the blood vessels slowly 
decreased to nearly their original sizes. The intra- 
cranial pressure, which .was greatly increased during 


corso 
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exposure decreased rapidly upon the cessation of carbon — 


monoxide administration and fell to considerably below 
the initial level. It is suggested that the swelling of the 
brain and pressure rise in the skull cavity produce the 
sensation of “* pressure in the head”. After exposure, 
when the intracranial pressure falls, the remaining 
dilatation of the arteries may still influence the blood 
supply to the brain, with consequent pain. 
G. F. Somers 


981. Barbiturate-Opiate Intoxication with Necrosis of 
the Basal Ganglions of the Brain. Report of a Case 

G. A. Jervis and F. T. Joyce. Archives of Pathology 
[Arch. Path.] 45, 319-326, March, 1948. 5 figs., 24 refs. 


Changes in the nervous system after acute poisoning 
by the barbiturates are well known, but the case here 
reported is probably unique in that the patient survived 
a very large dose (fifteen 14-grain (0-1 g.) capsules of 
“ nembutal ” and ten }-grain (11 mg.) tablets of ‘ dilau- 
did ’’) for 84 months, during which time she developed 
symptoms of diffuse involvement of the nervous system. 
During the survival period examination revealed a motor 
quadriplegia, more severe in the legs than in the arms, 
continuous athetoifl movements of the muscles of the face 
and neck, mental deterioration, and flexor contractures 
of the limbs. Before her death, which occurred from 
bronchopneumonia, she developed generalized convul- 
sions and urinary incontinence. 

At necropsy the globus pallidus on both sides was 
apparently destroyed by a necrotic process, which was 
most intense in the external segment. The lesion ex- 
tended into the putamen only in its medial and upper 
region. The lateral and inferior portion of the caudate 
nucleus was also necrotic. Microscopically the nerve 
cells were represented by debris; myelin and axis 
cylinders had disappeared and were replaced by a 
reticulum which appeared to consist of connective tissue 
and not neuroglia. Compound granular corpuscles 
were numerous. The vessels were thickened, some with 
hyalinized walls. In the cerebral cortex the chief lesions 
found were tiny areas of softening containing many 
compound granular corpuscles and a coarse reticulum 
similar to that seen in the globus pallidus. Small 
necrotic foci were also seen in the white matter. These 
consisted of minute areas of demyelination, often centred 
on a blood vessel. 

Comparing the action of the barbiturates with that of 
carbon monoxide and other substances causing anoxia, 
the authors suggest that anoxia is the common factor 
underlying necrosis of the globus pallidus, as this lesion 
Occurs in poisoning by all these substances. 

. Ruby O. Stern 


982. Fulminating Dermatitis Bullosa Medicamentosa 
due to Mesantoin ”’ 

D. B. Ruskin. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 137, 1031-1035, July 17, 1948. 
4 figs., 7 refs. 


Methylphenylethyl hydantoin (‘‘ mesantoin wk is a 
recently introduced anticonvulsant drug which is said 


to be effective in the control of grand-mal seizures. In 
common with phenobarbitone, diphenylhydantoin sodium 
(“ dilantin ’’), and trimethadione (“ tridione’’), it may 
produce a rash. There are similarities between the 
formulae of all these drugs, and it is noted that phenyl- 
ethyl hydantoin (“ nirvanol ’’) is also similar. Published 
series record rashes in 5 to 10% of patients, but lower 
figures are obtainable if treatment with the drug is 
started gradually. In general the rashes are not trouble- 
some. 

The author records the case of a mentally defective and 


maladjusted child of 9 in whom convulsions began at the 


age of 9 months. She was apt to develop skin rashes, 
and phenobarbitone and diphenylhydantoin sodium had 
no effect on the fits but produced both ataxia and a rash. 
Sulphonamides also caused an eruption. Treatment was 
begun with “ mesantoin ” 0-3 g. daily. On the eleventh 
day she had a rash characterized by maculae of pin-head 
size. The rash rapidly got worse, the spots coalescing, 
and a high temperature developed. No treatment was 
effective. The patient had a variable leucocytosis, and 
died on the thirteenth day. ; 

The article concludes with a warning against using this 
drug if there is a history of sensitivity of the skin, and 
recommends that it should be given in small initial doses 
and slowly increased. The blood should be frequently 
examined, and the drug stopped at once if any reactions 
are observed. | N. S. Alcock 


See also Section Pathology, Abstract 1012. 
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983. Two Chlorinated Tertiary Amines (Diethyl-f-. 


Chloroethyl Amine and Dimethyl-8-Chloroethyl Amine). 
Toxicity in Industrial Use 

R. M. Wartrous, J. K. MARTINS, and H. N. SCHULTZ. 
Industrial Medicine [Industr. Med.] 17, 237-241, July, 
1948. 4 figs., 4 refs. 


Tertiary alkyl amines have become industrially 
important because of their use as side-chains in the 
manufacture of synthetic drugs such as’ mepacrine 
(atebrin), chloroquine, “‘ amethone ’’, and several anti- 
histamine drugs. The two amines discussed may be 
called for short DEA and DMA. Both have vesicant 
properties. Observations of 4 men exposed to DMA at 
levels between 50 and 500 yg. per litre indicate that it 
can cause prolonged dilatation of the pupil, nausea, and 
vomiting without any demonstrable effect on the circula- 
tory system or destruction of leucocytes. At levels of 
5 mg. per litre the skin was irritated and became necrotic. 

Ordinary tests for tertiary amines were found to be 
unsuitable for determining small amounts of DMA. A 
colour reaction with 0-1% picric acid in chloroform was 
developed and found to be reliable in detecting as little as 
1 to 2 yg. per litre. This test is fully described. The 
authors suggest that toxic symptoms can occur if air 
contaminated with DMA at levels above 25 jg. per litre 
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is breathed for 8 hours. The only toxic effect observed 
from DEA occurred in a man working in the development 
laboratory. It had a pronounced irritant effect on the 
eyes and mucous membranes of the nose, and caused a 
mild pulmonary oedema. Because of this incident great 
care was used in planning its commercial use and no 
further cases occurred. R. S. F. Schilling 


984. A Comparison of the Sensitivity of Methods Used 
for the Detection of Carbon Monoxide in Blood 

H. L. Wikorr and G. B. Carson. American Journal of 
Clinical Pathology {[Amer. J. clin. Path.] 18, 548-550, 
July, 1948. 7 refs. 


In the College of Medicine, Ohio State University, 
Columbus, the authors investigated the sensitivity of 
various methods for detecting carbon monoxide in blood. 
They concluded that ordinary spectroscopic methods fail 
if the saturation is less than 30%; with the Hartridge 
reversion spectroscope the sensitivity of the test is in- 
creased so that a saturation of 10% can be detected. 
With pyrotannic acid and with Wetzel’s reagent (1% 
tannic acid) concentrations as low as 2% may be detected. 
Other tests, such as Liebmann’s (formaldehyde), Hal- 
- dane’s (carmine dilution),-Rubner’s (basic lead acetate), 
and Katayama’s (ammonium sulphide and acetic acid), 
are less delicate. O. L. V. de Wesselow 
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985. The Effect of DDT on the Blood Sugar and of 
Glucose Administration on the Acute and Chronic Poison- 
ing of DDT in Rabbits 

E. F. STOHLMAN and R. D. Lituiz. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 
93, 351-361, July, 1948. 5 fig., 8 refs. 


Oral administration of DDT in oil to rabbits is known 
to produce central stimulation resulting in prolonged 
generalized muscular contractions likely to deplete liver 
and muscle glycogen reserves, thereby affecting the 
blood sugar level. An acute oral toxic dose (600 mg. 
per kg.) of DDT in corn oil raised the blood-sugar level 
to a higher degree and more rapidly than did an equiva- 
lent dose of corn oil alone, with a more rapid return to 
normal levels. With a well tolerated oral dose of DDT 
(300 mg. per kg.) in corn oil, the rise in blood-sugar level 
and simultaneous fall in rectal temperature were attribut- 
able solely to the corn oil. In general, the maximum 
severity of symptoms produced 12 to 18 hours after oral 
administration of DDT was synchronous with the peak 
level of blood sugar and the minimum rectal temperature. 
There was considerable variation in the time of onset of 
objective symptoms but a lag period of 3 to 6 hours was 
usually observed, and the degree of severity of the 
symptoms was approximately proportional to the size of 
dose administered. 

Intravenous DDT administration in a solution of 
“ tween 20” at near-toxic doses of 20 to 30 mg. per kg. 
produced blood-sugar levels of up to 100 to 200% of the 
normal within 1 to 2 hours, followed by return to the 
normal level where the animal recovered. The “ tween 


20” alone was responsible for some elevation of the 
blood-sugar level. Repeated intravenous administration 
at 2-hour intervals of 15 mg. per kg. DDT produced 
extreme hyperglycaemia, but under these conditions. 
repeated administration of “‘ tween 20” alone had no 
appreciable effect on the blood sugar. Intravenous DDT 
in fatal or relatively large doses caused an initial hyper. 
thermia which in 4 animals out of 5 was parallel to the 
hyperglycaemia. The “tween 20” itself produced 
slight hypothermia. After repeated intravenous doses 
of 15 mg. per kg. DDT at 2-hourly intervals both 
hypothermia and hyperthermia were observed. Objec- 
tive symptoms produced by intravenous DDT were 
similar to those produced by oral administration but with 
a more rapid onset and progression. 

The effect of glucose administration was investigated 

as a possible means of mitigating the symptoms and 
mortality caused by DDT poisoning. Intravenous injec- 
tion of 1g. glucose per kg. immediately after an oral 
dose of 600 mg. per kg. DDT in corn oil, and at sub- 
sequent intervals, had practically no effect on the hyper- 
glycaemia or the rectal temperature fall at 18 hours and 
thereafter. Intravenous glucose after a single oral dose 
of 600 mg. per kg. DDT in corn oil had no effect on 
symptoms, mortality rate or loss in body weight. 
- Repeated glucose administration, orally, intraperi- 
toneally, and intravenously, to animals given orally 
150 mg. per kg. DDT in olive oil three times weekly did 
not reduce the average loss in body weight, nor did it 
increase the average survival time. Some amelioration 
of the severity of the chronic toxic symptoms was how- 
ever observed. Liver necrosis and fatty degeneration, 
and changes in renal tubules, were lessened by glucose 
treatment. 

The apparent decrease in tissue lesions was not 
associated with a longer survival time or increased 
tolerance to DDT poisoning. J. Williamson 


986. ~The Development of a Sprayer for Use with Water 
Suspensions of DDT in Rural Areas of Latin America 

H. Trapipo. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 721-739, Sept., 1948. 16 figs., 
3 refs. 


987. Laboratory Evaluation of Repellents and Toxicants 
as Clothing Treatments for Personal Protection from Fleas 
and Ticks 

C. N. SmirH and D. Burnetr. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 28, 599-607, 
July, 1948. 


The tests described were designed to give a preliminary 
evaluation of compounds which, when applied to the 
clothing, would protect the wearer against fleas and ticks, 
either by repelling the parasites or by impairing theif 
activity before they had an opportunity to bite. 

More than 1,200 compounds were subjected to screen- 
ing tests for toxicity to the cat flea (Crenocephalides felis), 
and the more successful were tested further against the 
Oriental rat flea (Xenopsylla cheopis), the latter species 
proving slightly more resistant. A similar number of 
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compounds were screened for toxicity to the lone-star 
tick (Amblyomma americanum). The more promising 
compounds against these two parasites were tested for 
resistance to rinsing in cool water, then to washing in 


-warm soapy water, and finally for evidence of repellent 


action. These preliminary experiments were carried out 
under carefully controlled laboratory conditions which 
are fully described. Compounds that proved 80% 
effective for 6 days after treatment, and a few compounds 
which proved of special interest for other reasons, were 
applied to long cotton stockings worn by subjects who 
entered pens infested with the particular parasite against 
which the compound was designed—C. felis or A. 
americanum. 


“The toxicants most effective and durable against both 
fleas and ticks were 3,5-dinitro-o-cresol, dinitro-o-sec- 
butylphenol, 95 per cent. gamma-benzene hexachloride, and 
Lethane A-70 (beta,beta’-dithiocyanodiethyl ether). Nicotine 
alkaloid gave an exceptionally short knock-down time 


against both species. Chlordan, p-tolyl benzyl ether, 


omega-piperidinodecylbenzene, the p-dimethyl-aminophenyl 
ester of thiocyanic acid, and n-capric acid were also especially 
effective against fleas, and 2,4-dinitrophenol, laurylcyclo- 
hexylamine, n-amylvalone, the p-dimethylaminophenyl] ester 
of thiocyanic acid, and the lauryl ester of thiocyanic acid 
against ticks. 

“The most effective repellents were the N-(mixed mona- 
myl)- and WN-(n-amyl)-imides of 1,2,dicarboxy-3,6-endo- 
methylene-4-cyclohexene, the tributyl ester of phosphoric 
acid, 4-chloro-3,5-xylenol, N-n-butylacetanilide, diethyl 
ester of phthalic acid, o-n-hexyloxybenzyl alcohol, the mono- 
caproic acid ester of 1,5-pentanediol, n-capric acid, and 
p-iso-pentoxybenzyl alcohol.” 


It did not prove feasible to arrange these compounds in 
order of effectiveness for general use, since desirable 
properties possessed by one substance may be lacking in 
another, which in its turn may possess advantages not 
shared by the first—considerations which form an 
important but often neglected aspect of insecticidal 
studies. The authors carried-out no special tests as 
regards the possible toxicity of any of these drugs to the 
human user, and it should not be inferred from the results 
of these preliminary experiments that materials treated 
with the compounds described are safe for practical use. 
R. M. Gordon 


988. Tissue Distribution of a Toxicant Following Oral 
Ingestion of the Gamma Isomer of Benzene Hexachloride 
by Rats 
E. P. Lauc. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 93, 277-281, July, 1948. 
4refs. 


Existing chemical methods for the determination of 
the y isomer of benzene hexachloride (“‘ gammexane ”’) 
in biological material are relatively insensitive and do not 
differentiate between mixtures of the isomers. A bio- 
assay method is described, in which the inside surface of a 
250 ml. wide-mouthed Erlenmeyer beaker flask is used as 
a test surface for the deposition of the y isomer by 
evaporation of an ethereal solution of the standard or of 
a tissue extract, and 100 adult house flies (24 to 36 hours 
old) are transferred to each of a suitable number of 


weighed paper-capped flasks prepared in this way. The 
flasks are then re-weighed and the mortality ratio is 
determined after an approximately 20-hour exposure 


period. The average LD 50 for the house fly was 0-72 


mg. per kg. of flies (range 0-56 to 0-89). The separate 
“ tissue toxicity °’ effect of ether extracts of liver, kidney, 
and brain from control animals interfered with deter- 
minations of the y isomer at tissue concentrations less 
than 0-2 parts per million (p.p.m.). Excessive amounts 
of fat in test extracts appeared to inhibit insecticidal 
activity, and, with concentrations of y isomer less than 
10 p.p.m. in fat, bio-assay was unreliable. 

Specificity tests showed the «, 8, 5, and € isomers, and 
hepta and octochlorobenzenes to be 100 to 200 times less 
toxic to flies than is the y isomer. The toxicity of the 
three isomeric trichlorobenzenes was also of a low order. 
The possibility of in vivo conversion of one or more of 
the «, 8, 5, and € isomers to the active form was checked 
by examination of the tissues of rats which had ingested 
these isomers for some time. No toxicant activity was 
observed in the tissue extracts. The characteristic toxic 


response of the house fly to the pure y isomer was indis- - 


tinguishable from that elicited by tissue extracts of 
animals which had ingested y isomer, and the toxicant 
which appeared in the tissues under these conditions was 
assumed to be in fact the y isomer. In.2 series of adult 
rats, normal males and castrate females given the y 
isomer in concentrations of 20, 500 and 1,000 p.p.m. 
in the diet for periods of 7 to 114 days, no toxic symptoms 
were observed. 

Examination of perirenal fat tissue showed the presence 
of a measurable quantity (20 jg. per g.) of toxicant after 
only 7 days’ exposure to a diet containing 20. p.p.m. y 
isomer. Concentrations at 30 days ranged from 17 to 
38 pg. perg. Ona diet containing 1,000 p.p.m. y isomer, 
toxicant concentrations of 310 to 1,011 yg. per g. were 
found over exposure periods of 7 to 30 days, and approxi- 
mately twice as much toxicant was stored by female 
castrates as by normal males over an equivalent period, 
though the former animals ingested only approximately 
one-half the amount of insecticide. No marked accumu- 
lation of toxicant was observed. Examination of fat, 
kidney, liver, blood, spleen, adrenal, muscle, and brain 
in rats given 20 p.p.m. and 500 p.p.m. over periods of 
32 to 114 days: showed toxicant distribution in all the 
tissues, with maximum amounts in kidney and in 
abdominal fat. Accumulation of the toxicant with 
time does not seem to occur. Over a 24-hour period, 
after one month on these diets, up to 4% toxicant was 
excreted in the urine of male rats almost exclusively, and 


very small quantities only were excreted in the faeces, | 


indicating destruction in the gut or more or less complete 


absorption. The latter process would tend to cause 


higher blood and urine concentrations than those 
observed, unless, as is indicated by in vitro incubation 
experiments, the liver efficiently metabolizes the y isomer. 
Distinct liver enlargement (approximately 25% increase) 
was observed in rats on 500 p.p.m. compared with rats 
on 20 p.p.m., and in rats fed on the former amount for 
one month toxicant activity was no longer detected in 


fat, liver, or kidney after transfer to a control diet for 3 - 


weeks. J. Williamson 
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989. Chronic Alcoholism 
L. R. SLMAN. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 107, 127-149, Feb., 1948. 18 refs. 


An attempt is made to describe and delimit the psycho- 
pathology of the chronic alcoholic. A team consisting 
of a psychiatrist, a psychologist, and a social worker 
was organized. A series of 53 alcoholics and ex- 
alcoholics. was examined by various psychological 
investigative techniques. Subsequently a series of 23 
non-alcoholic individuals was similarly examined. In 
this series were included 3 prohibitionists, 2 health 
faddists, 1 food faddist, and 1 cigarette faddist. The 
most striking distinction observed between the 2 groups 
was the higher incidence of neurotic defence mechanisms 
against anxiety present in the non-alcoholic subjects. 
The latter also showed greater ability to compromise, 
acceptance of taboos and ego restrictions, discharge and 
sublimation of aggression, and acceptance of dependency. 
Practically all alcoholics suffered from anxiety and 
moodiness. They seemed to crave for intense relation- 
ships but were unable to compromise. Other findings 
in this group were “ greater perfectionism, free floating 
agressiveness, and broad ego functioning”. The alco- 
holic appeared to be struggling within himself between 
the desire for fusion with objects and a desire for in- 
dependence, which he can only hope to achieve through 
aggression. On the basis of this alcoholic triad—the 
search for fusion, aggression, and independence—many 
of the incomprehensible facts of alcoholism become 
understandable. 

Further light on the subject was thrown by an analysis 
of the response to treatment. A series of 20 improved 
alcoholics was compared with a series of 22 who had not 
improved. Eleven of the improved patients were mem- 
bers of Alcoholics Anonymous ’”’. One was psycho- 
analysed for 2 years, 5 received psychotherapy, and 3 
improved spontaneously after a stay in hospital. Of the 
unimproved group 8 had been associated with Alcoholics 
Anonymous, 3 had had psychotherapy, and 1 had had 
a brief period of psychoanalysis. In the improved 
alcoholic there seems to be more flexibility, less anxiety, 
greater capacity for becoming involved in the group and 
for identification and love, and more grandiosity and 
externalization of aggressiveness. In the unimproved 
these qualities are lacking. The outstanding factor for 
successful treatment is identification with the psycho- 
therapist and the acquisition of a sense of importance. 
In the Alcoholics Anonymous cases the main factor 
was acceptance into a small but considerate and helpful 
environment. Little can be achieved, however, unless 
the alcoholic is willing to give up his defiant individuality 
and accept the restrictions and values of the group. 

The problems and effects of treatment are analysed 
from a psychoanalytical angle. The author stresses the 


difficulty of individual psychotherapy in view of the 
absence of intermediate defences against anxiety which 
prevent the formation of an adequate transference 
situation. Group therapy is more likely to succeed, 
because the alcoholic, being unable to cope with society, 
finds relief in constructing a new society within the 
older one. The whole problem of alcoholism should be 
attacked on broader principles by an expansion of the 
mental hygiene movement. In the author’s opinion 


. this could be done by informing the public of the serious- 


ness of the disease, by establishing alcoholism clinics and 
finally by making available in each community societies 
of reformed alcoholics. A. Limentani 


990. Some Notes on Suicide ; 
W. A. O'Connor. British Journal of Medical Psycho- 
logy (Brit. J. med. Psychol.] 21, 222-228, July 19, 1948. 


An explanation of suicide is worked out on the basis of 
Freud’s theory of the conflict between Life and Death, 
Eros and Thanatos. Eros is constantly active in main- 
taining life but there is at the same time a conflicting pull 
towards death and rest, and it is suggested that the 
longing for immortal life, which can only be reached by 
death, may belong to this side of the conflict. The 
frequently observed calmness and complacency of a 
patient just before he commits suicide may be due to a 
solution of the conflict in favour of Thanatos. Ob- 
viously church and state condemn suicide more fiercely 
than can be justified by the infinitesimal danger to the 
biological survival of the human race. This condemna- 
tion is quite disproportionate when compared with the 
indifference of those institutions to poverty and disease. 


The explanation of such official severity would seem to_ 


be the fear that individuals may too easily succumb to 
the demands of the death instinct, although this fear is 
inconsistent with the reverence for martyrs and monastic 
self-flagellators. 

The death wish is certainly not conscious but is deeply 
buried in the unconscious, and so it is only when the 
ascendency of the conscious mind is disturbed in severe 
mental illness that suicide is likely to occur. In this state 
phantasy can become dominant and the wish may become 
acommand. Suicide may become a certainty when the 
reality principle falls entirely into the background. 
Until this happens real suicide is unlikely. Reality 
worries are not usually responsible for suicide, and how- 
ever devastating the viscissitudes of life may be it is 
doubtful if they should ever be looked upon as liminal 
stimuli for actual self-destruction. The author quotes 18 
cases which came under his own observation and con 
siders that 90% of suicides had led an unsatisfactory 
sexual life and that 50% had homosexual tendencies. 

R. G. Gordon 
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991. Tumors of the Upper Third of the Stomach 

M. MALENCHINI and J. Roca. American Journal of 
Roentgenology and Radium Therapy {Amer. J. Roentgenol.] 
60, 323-330, Sept., 1948. 15 figs., 8 refs. 


Excellent radiographs illustrate the variety of appear- 
ances produced by advanced neoplasms of the upper pole 
of the stomach. [The paper contains no new suggest- 
ions for the diagnosis of the borderline minimum lesion.] 

Denys Jennings 


992. The Diagnosis of Suprasellar Tumors by Pneumo- 
encephalography 

N. S. SCHLEZINGER and J. G. TepPLicK. American 
Journal of Roentgenology and Radium Therapy {Amer. J. 
Roentgenol.] 60, 213-218, Aug., 1948. 8 figs., 13 refs. 


Of 150 pneumoencephalograms in which clinically 
there was no suggestion of a suprasellar lesion, the cisterna 
chiasmatis was visualized in 94%. The cisterna is defined 
as including the basilar subarachnoid space above the 
sella turcica and overlying the diaphragma sellae. For 


feliable visualization adequate replacement of the 


cerebrospinal fluid is essential, and the films must be 
taken with the patient in the erect position. 

Five cases are described, 4 of verified suprasellar 
meningiomata and 1 of an unverified hypophysial duct 
neoplasm, in none of which were there any localizing signs 
in the region of the sella in the straight films. In all, 
however, pneumoencephalography revealed obliteration 
in part or in whole of the cisterna chiasmatis, with or 
without a filling defect of the third ventricle. The authors 
conclude that when a lesion in the suprasellar region is 
suspected clinically, such obliteration offers further strong 
presumptive evidence, and conversely that clear visualiza- 
tion of the cisterna is sufficient practically to exclude 
tumour in this region. L. G. Blair 


993. Retrosternal Infiltration in Malignant Lymphoma 
F. G. FLEISCHNER, C. BERNSTEIN, and B. E. Levine. 
Radio/ogy [Radiology] 51, 350-358, Sept., 1948. 12 figs., 
10 refs. 


The authors, working at the Radiological Depdrtment 
of the Beth Israel Hospital and the Harvard Medical 
School, Boston, Mass., describe a retrosternal “* board- 
like” infiltration observed in 7 cases of malignant 
lymphoma of the chest, including cases of Hodgkin’s 
granuloma, Hodgkin’s sarcoma, and lymphoid leukaemia. 
The lesion was revealed in the lateral view of the chest as 
a soft-tissue mass behind the anterior. thoracic wall. 
This lesion may be the first manifestation of the disease, 
and may appear before any noticeable hilar and posterior 
mediastinal adenopathy, or it may be found in combina- 
tion with it. The retrosternal infiltration is often associ- 
ated with presternal oedema, and may be accompanied 


by a lymphomatous infiltration of the sternum. The 
pathology and the radiographic diagnosis of the con- 
dition are described. 

The paper includes a brief note on Hodgkin’s disease 
with grossly isolated anterior mediastinal lymphadeno- 
pathy. In one of these cases a retrosternal infiltration 
subsequently developed. A. Orley 


994. Roentgenographic Studies of Methyl Methacrylate 
(Lucite) Plombage in Extrapleural Pneumolysis 

H. D. KERMAN. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 60, 51-57, 
July, 1948. 7 figs., 4 refs. 


-In this paper, which comes from the Department of 
Radiology, Duke University School of Medicine and Duke 
Hospital, Durham, North Carolina, the author describes 
a new method of plombage in extrapleural pneumolysis. 
Plombage had fallen into disuse because of the failure 
to find a suitable material. The new substance, methyl 


methacrylate (“lucite’’), was found in experimental — 


studies to be non-irritating, light, readily available, and 
well tolerated for plombage. It has been used in the 
form of small hollow spheres (for lightness), which are 
packed into the extrapleural space made available. 
These spheres cast distinctive ring shadows on the 
radiograph. The method has been employed uni- 
laterally, bilaterally, and in combination with thoraco- 
plasty. Complete collapse and obliteration of the cavities 
were not obtained in all cases. The demonstration by 
routine radiography of the residual cavities proved 
difficult on account of the multiple ring shadows, 
simulating cavities, cast by the hollow spheres. It was 
possible, however, to differentiate between the residual 
cavity and the sphere shadows by means of tomography. 
A. Orley 


995. Observations on Micro-nodular Pulmonary Radio- 
logical Shadows. Pulmonary Arterial Hypertension. 
(Contribution a I’étude des opacités pulmonaires radio- 
logiques du type micronodulaire. L’hypertensiog 
artérielle pulmonaire) 

C. Lausry, J. LENEGRE, and L. Appas. Bulletins ef 
Mémoires de la Société Médicale des Hépitaux de Paris’ 
[Bull. Soc. med. Hép. Paris] 64, 741-749, June, 1948. 
4 figs., 16 refs. 


Fine nodular shadows disseminated throughout the 
lung fields in association with mitral stenosis are oc- 
casionally seen on radiological examination, and have 
been described in Britain by Anglin, Elkeles, and Gum- 
pert. Five further cases are here described and disc 
and the literature is reviewed. The small hard shadows 
are characteristically most densely aggregated in.the mid- 
zones and there is a generalized fibre-mesh appearance of 


the lung with marked hilar congestion. The condition - 
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is seen most commonly in males between the ages of 20 
and 40 with mitral stenosis and frequent haemoptyses. 
In one case histological examination at necropsy showed 
that the nodules consisted of masses of large heart-failure 
cells full of iron pigment, clumped together in the alveoli 
and their walls. There was also much extracellular pig- 
ment. It was previously thought that the nodules con- 
sisted merely of aggregations of heart-failure cells due to 
capillary stasis, but here the importance is stressed of 
repeated haemoptyses and subsequent phagocytosis of 
the red blood corpuscles. E. G. Sita-Lumsden 


996. Value of Tomography in Diagnosis of Bronchial 

Stenosis. (Valeur de la tomographie dans le diagnostic 

des bronchosténoseés) 

P. CHATTON and J. P. Jean. Journal de Radiologie et 

[J. Radiol. Electrol.| 29, 452-460, 1948. 
1 figs. 


According to the authors, tomography has made 
bronchography unnecessary for the detection of bronchial 
stenosis. This opinion is based on a few months’ 
experience. The average tomograph obtained with 
60 kV radiation, while of value for the exploration of 
lung parenchyma of average translucency, is insufficient 
for study of the intramediastinal portion, and 70 to 80 kV 
is necessary to obtain sharpness of outline and con- 
sequently a higher degree of diagnostic accuracy. [This 
point is well illustrated in Fig. 1, but is seen with difficulty 
in the other illustrations.] Interpretation of the tomo- 
graphs reproduced is aided by diagrams. The 11 cases 
of bronchial stenosis commented upon were investigated 
by radiography, tomography, and bronchoscopy, and 
histological findings are also given. Geo. Vilvandré 


997. Retrocardiac Bronchiectasis 

R. G. Biocn, L. F. SANDOocK, and E. B. MITCHELL. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 60, 219-224, Aug., 1948. 13 figs., 
5 refs. 


The bronchograms of 90 patients with bronchiectasis 
were examined, and of these the lesion was found to be 
unilateral in 47. Of the latter, in 39 or 83% the left 
lower lobe was involved. In both bilateral and unilateral 
cases the disease was more advanced both in extent and 
degree on the left side. In many of the cases the disease 
was confined to the retrocardiac portion of the left lower 
lobe, and might therefore be overlooked in the straight 
films. The authors believe that the predominance of 
left basal lesions is caused by pericardial adhesions, the 
result of the primary pulmonary infection, producing 
constant traction synchronous with the cardiac action. 

L. G. Blair 


998. Pleural Fat Pads. A Cause of Thoracic Shadows 


L. C. EVANDER. American Review of Tuberculosis [Amer. 


Rev. Tuberc.] 57, 495-503, May, 1948. 5 figs., 11 refs. 


The author observed 3 cases of pulmonary tuberculosis 
treated with artificial pneumothorax in which, at thora- 
coscopy for the division of pleural adhesions, fat pads 


were observed on the parietal pleura. Careful inspec. 
tion of the radiographs showed that these fat pads cast 
a hazy shadow at the periphery of the film after induction 
of the artificial pneumothorax [difficult to make out in 
the reproductions], which was sufficiently distinctive to 
enable the diagnosis to be made radiologically in 2 of 
the patients. 

The author reviews the meagre literature bearing on 
the subject; he distinguishes these fat pads from sub- 
pleural lipomata. These are apparently of no clinical 
consequence, but can interfere with pleural puncture in 
the course of induction of pneumothorax. 

N. Lloyd Rusby 


999. Angiocardiography in the Diagnosis of Congenital 
Heart Disease 

K. D. Keeve. British Journal of Radiology [Brit. J. 
Radiol.] 21, 380-393, Aug., 1948. 14 figs., 10 refs. 


The author briefly reviews the history of angiocardio- 
graphy, and describes the technique employed upon a 
number of children. The patient was anaesthetized with 
cyclopropane and oxygen. It was found that the best 
visualization was given by films taken in the left oblique 
position and in the supine antero-posterior position. 
There were no untoward reactions. The normal appear- 
ances are described and well illustrated by line drawings. 
The author emphasizes that the cadaver appearance of 
the interior of the heart chambers is modified by the 
tendency to formation of an axial stream, by the presence 
of blood currents, and by dilution of the contrast medium. 

He describes 5 cases of congenital heart lesion. These 


included 3 cases of patent ductus arteriosus, 1 accom: . 


panied by complete heart block, 1 by pulmonary stenosis, 
and 1 by a patent interauricular septum. In one of 
these cases the communicating channel between pul- 


monary artery and aorta was visualized directly. A case - 


of @oarctation of the aorta is well illustrated and the 
defect in the interventricular septum in a fifth case is 
clearly shown. 

In the author’s view, when a lesion is present for which, 
on clinical grounds, surgery is the treatment of choice, 
angiocardiography is indicated, both for accurate 
diagnosis and to reveal any co-existing abnormalities. 

A. M. Rackow 


1000. Angiocardiography Applied to Congenital Heart 
Disease: Observations on the Radiology and Technique 
J. A. BROCKLEBANK. British Journal of Radiology (Brit. 
J. Radiol.] 21, 393-397, Aug., 1948. 


The author describes the technique of angiocardio- 
graphy which he has employed in a series of 19 examina- 
tions upon 9 patients. All the patients were under 15. 
Sedation without general anaesthesia proved unsatis- 
factory and cyclopropane with oxygen is now given after 
sedative premedication. The contrast agent used is 
“ pyelosil ” (70%), 15 to 20 ml. at body temperature being 


injected as rapidly as possible. A wide-bore cannula 


is tied into a vein in the left arm. The speed of injection 
achieves serial filling of the cardiac chambers and thus 


| 
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a “bolus” effect. The injection can generally be 
completed within 2 to 3 seconds. Exposures begin after 
the injection of 2 to 5 ml., and at least six films are exposed 


within the first 10 seconds. No mechanical cassette . 


changer is employed but team work in changing cassettes 
is practised beforehand. The first series is generally 
taken in the left anterior-oblique [posterior right oblique] 
position. A saline drip through the needle is then started, 
and after time has been allowed for excretion of the dye 
a second injection is given for a series of exposures in 
the antero-posterior position. The diagnosis of con- 
genital defects is best made in the oblique view, and this 
should be chosen if only one series is to be taken. A 
preliminary film should be taken to judge the best degree 
of rotation. 

Interpretation of the films requires the co-operation of 


‘radiologist and physician, and tracing may be needed to 


superimpose doubtful structures. Some possible mis- 
interpretations are mentioned. The author concludes 
that angiocardiography as here practised is a safe and 
useful diagnostic procedure. A. M. Rackow 


See also Section Cardiovascular Disorders, Abstract 
1119. 


1001. An X-Ray Investigation of Arteriosclerosis of the 
Lower Limb. (R6ntgenundersékningar av arterio- 
skleros i nedre extremiteterna) 

A. Linpsom. Nordisk Medicin [Nord. Med.] 39, 1636- 
1639, Sept. 10, 1948. 5 figs., 4 refs. 


The technique of percutaneous femoral arterial 
puncture is described. A low puncture should be made 
to avoid the profunda femoris. A solution (35%) of 
“ perabrodil ”’ is used as contrast medium and 10 ml. is 
injected. This is preceded by an injection of 10 ml. of 
1% procaine to reduce the sensation of heat in the limb. 
Two radiographs are taken simultaneously, a Lysholm 
fixed-grid protecting each film from being fogged by 
the other. The exposure should be short lest the patient 
move. Contrast material could not be traced below the 
lower leg. If it is desired to visualize the yessels in the 
foot the popliteal artery must be injected. The author 
investigated 41 cases; some blocking of the femoral 
artery in Hunter’s canal was observed in all. Patho- 
logically the cases fell into two groups: (1) those with 
atheromatous thickening of the intima of the smaller 
vessels due to hyaline proliferation, and (2) those with 
Ménckeberg’s degeneration—a calcification of the media. 

The author also injected the femoral arteries in the 
unselected cadavers (at the time of death the patients 
were over 50 years of age), and found thrombosis in 
the main vessels in 28. The majority of these 28 patients 
were old or very old, but quite a few were under 60 years. 
The posterior ‘tibial artery was the most common of 
the below-knee arteries to show a block; next came the 
anterior tibial. The fibular (peroneal) was seldom 
involved; this means that in many old people the blood 
reaches the foot by way of the peroneal artery. In none 
of the 66 case histories was there any suggestion of gan- 
grene, and in the majority of the patients arteriosclerosis 
was not the main symptom. The obstructions were 


usually greater on the right side (approximately 90% of 
people are right-footed). The author did not know at 
necropsy which of the patients had been right-footed. 

J. W. D. Bull 


1002. Roentgen Examinations of the Soft Tissues in 
Acute Thrombosis. [In English] 

J. FRRIMANN-DAHL. Acta Radiologica [Acta radiol., 
Stockh.] 30, 1-8, Aug. 31, 1948. 3 figs., 7 refs. 


This work comes from the Oslo Municipal Hospital, 
Ulleval. It is based on the examination of 34 patients 
within one year. The technique is described and the 
differential diagnosis discussed. The investigation has 
proved that radiographic examination of the soft tissues 
may reveal oedema and hyperaemia of the limbs in acute 
thrombosis. At an early stage the changes may be 
scanty or, om the contrary, may be pronounced, even 
when the clinical signs are still uncertain. The changes 
are most evident in the presence of abundant sub- 
cutaneous fat, and are more easily seen in women than in 
men. A. Orley 


1003. Observations on the Growth of the Vertebral Body 
in Scheuermann’s Disease. [In English] 

F. KNutTsson. Acta Radiologica [Acta radiol., Stockh.] 
30, 97-104, Aug. 31, 1948. 9 figs. 


The disturbance of growth of the vertebrae in Scheuer- 
mann’s disease may involve either the entire segment, 
thus leading to a shallow vertebra (which, however, 
appears to have a regular rectangular shape on the 
radiographs), or to an antero-posterior or lateral wedging 
of the vertebra leading to kyphosis or scoliosis. 

A. Orley 


1004. Treatment of Deep-seated Malignant Tumors with 
Multiple-port Technic Simulating Rotation Therapy 

I. I. KAPLAN and S. I. Erxin. Radiology [Radiology] 51, 
188-204, Aug., 1948. 12 figs., 19 refs. 


The factor of inaccessibility is at least in part responsible 
for the failures of x-ray therapy due to the inability to 
deliver an adequate tumour dose. Results achieved in 
the past in the treatment of carcinoma of the oesophagus 
are reviewed and the published accounts of rotation 
therapy discussed. 

The authors use multiple beams placed all round the 
chest wall in place of continuous rotation, the beams 
being directed by means of a Dobbie protractor [here 
called a Demy protractor, although Demy described his 
instrument as a modification of Dobbie’s]. Eight cases 
are reported, 4 of carcinoma of the oesophagus, | patient 
being alive 2 months after treatment and 3 patients dead 
of pulmonary complications at 3, 4, and 5 months (1 
with no tumour cells remaining in the oesophagus at 
post-mortem examination), and 4 of carcinoma of the 
lung, all patients being alive and well after from 2 to 8 
months. The conclusion drawn is that the method 


described offers palliative effects not achieved with any 
previously employed measures. 
D. Waldron Smithers 
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1005. The Practical Aagplication of Phase-contrast to the 
Biologist’s Microscope 

E. W. Taytor. Journal of the Royal Microscopical 
Society [J. R. micr. _— 66, 1-8, July, 1948. 16 figs., 
11 refs. 


The development of the phase-contrast microscope 
is reviewed from its first applications by Zernike (1935). 
The theory and methods of using the microscope are 
succinctly described. 

[All those who use the microscope, whether for work 
or pleasure, should read this communication, which is as 
near as possible to an account of phase-contrast micro- 
scopy without tears. The paper is illustrated by magni- 
ficent photomicrographs]. G. M. Findlay 


1006. Diseases of Tropical Origin in Captive Wild 
Animals 

R. E. Rewer. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.) 42, 17-36, July, 1948. 4 figs., 12 refs. 


This paper is based on the experiences of the author and 
his predecessors as pathologists to the London Zoological 
Gardens. An interesting account is given of infections 
of tropical origin which have been encountered in 
animals brought into captivity. Particular emphasis is 
laid on conditions of interest to both human and veteri- 
nary medicine. The comparative rareness of tropical 
diseases in captive animals is probably due to a high 
mortality among infected animals during transit and in 
the first few months of captivity. Spread of disease to 
other animals from those which have infection on arrival 
is largely prevented by the absence of intermediate hosts 
and vectors necessary for the spread of many tropical 
infections and infestations, and by the excellent hygiene 
and other special conditions prevailing in zoological 
gardens in Great Britain. D. G. ff. Edward 


1007. The Effect of Anti-reticular Cytotoxic Serum. 
Observations on Cases of Hodgkin’s Disease 

J. W. ABERNETHY, G. T. HARRELL, L. M. Morris, H. ie 
VALK, and K. M. Cueex. North Carolina Medical 
Journal (N.C. med. J.] 9, 341-350, July, 1948. 6 figs. 


The work described in this paper was undertaken in an 
attempt to confirm the startling results obtained by 
Russian workers in this field. The serum, prepared by 
injecting cells from normal cadaver spleen and bone 
marrow into horses, and obtained from an outside 
source, was given subcutaneously in graded doses of 0-5 
to 3 ml. in 7 cases of Hodgkin’s disease. All the patients 
received radiotherapy. Much laboratory work was done 
before, during, and after treatment, including repeated 
blood counts and estimations of erythrocyte sedi- 
mentation rates and serum protein. Histamine wheals 


pes spread of intradermal trypan blue were also measured, 
It is concluded that the treatment was virtually without 
effect upon the course of the disease; certainly all the 
changes in the condition of the patients may well have 
occurred without the serum treatment. . 
W. S. Killpack 


1008. Intravascular Aggregation of the Erythrocytes 
(“ Sludged blood ’’) in Pregnancy, Delivery and Puer- 


perium. (Intravaskuldr erytrocytaggregation vid gravi- 


ditet, partus och puerperium) 
H. Ziuracus and C. A. EHRNROOTH. Nordisk Medicin 
[Nord. Med.| 39, 1415-1417, July 30, 1948. 8 refs. 


The blood circulating in the conjunctival capillaries 
was observed microscopically in 50 women during 
pregnancy, 10 during parturition, and 30 during the 
puerperium. In 10 cases, the same patient was studied 
in all three stages. Thirty non-pregnant women with 
normal menstrual cycles served as controls and observa- 
tions were made in the phase of the cycle immediately 
preceding desquamation. In the control series, no 
sludging occurred in the capillaries and venules, the 
erythrocytes flowing in a constant unbroken stream. In 
all the pregnant women sludging was observed and 
became more pronounced as pregnancy proceeded. It 
reached its maximum immediately after the delivery of 
the placenta, remained unchanged for a few days, and 
became gradually less obvious until at the end of four to 
six weeks it had almost disappeared. The degree of 
sludging of the blood could not be satisfactorily corre- 
lated with the erythrocyte sedimentation rate. Discus- 
sing the significance of the phenomenon of sludging, the 
authors observe that it is particularly marked in toxaemia 
of pregnancy and hence may have a_ pathological 
significance. B. Nordin 


1009. Intravascular Aggregation of the Erythrocytes 
(“ Sludged blood’’) After Curettage of the Uterine 
Cavity, (Intravaskulér erytrocytaggregation vid abra- 
sion av uteruskaviteten) 

H. and K. Sotva. Nordisk Medicin [Nord. 
Med.) 39, 1417-1420, July 30, 1948. 6 refs. 


The conjunctival capillaries were observed micro- 
scopically in order to detect sludging of the blood in 22 
women before and after exploratory curettage of the 
uterus. Before the operation, there was no sludging in 
11 cases, and it was very slight in 6 and moderate in 5. 
Immediately after curettage'a change was observed in 
every case. In all of the 11 in whom capillary flow had 
been normal before, sludging developed; this was slight 
in 4 and moderate in 7. In those cases in which it had 
been slight it became moderate or considerable and in 
those in which it had been marked it became even more 
so. The clumps of erythrocytes were not large compared 
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with those which are found in toxaemia of pregnancy, 
however, and they did not offer a very serious obstacle to 
the flow of blood. In 12 cases the erythrocyte sedimen- 
tation rate was determined before and immediately after 
curettage and in 3 of them it was found to have increased. 
The authors conclude that the curettage itself was re- 


sponsible for the increase in sludging and suggest that — 


it followed too rapidly to have been determined by a 
change in the plasma proteins. They observe that it may 
be a reaction to trauma designed to block small capillaries 
and limit bleeding. . B. Nordin 


1010. Premortal Changes in the Concentrations of the 
Serum Electrolytes. [In English] 

0. J. Brocu. Acta Medica Scandinavica [Acta med. 
scand.] 131, 1-9, 1948. 8 refs. 


This detailed investigation of the blood chemistry in 
14 cases confirms that the content of chlorides and total 
bases in the blood serum rises shortly before death. A 
coincident rise in non-protein nitrogen and evidence of 
haemoconcentration indicate the important factor of 
dehydration. The value of intravenous 2-6% sodium 
bicarbonate and the protective value of extracellular 
fluid in oedematous patients are demonstrated. The 
nature of the pathological organic acids which accumulate 
was not determined. E. T. Ruston 


1011. Studies of the Role of the Nervous System in the 
Pathogenesis of Inflammation. II. Influence of Inflamma- 
tion on Secretory Function of the Parotid, Deprived of 
Parasympathetic Innervation and Completely Deprived of 
Nerve Connexions. (Matepvansi no u3y4eHHIO ponH 
HepBHOH CHCTeMbI B MaToreHese BocnaneHua, II. 
BnusHHe Ha CeKpeTOpHylO 
JHWEHHLIX 
HHH€pBallHH MONHOCTbO JIMUICHHBIX HEPBHEIX 
cBa3eH) : 
V.M. Koropov. Apxus Ilatonorun [Arkh. Patol.] 10, 
No. 4, 27-32, 1948. 


Experiments on the influence of inflammation on the 
secretory activity of the parotid gland, deprived of its 
parasympathetic or of its whole autonomic innervation, 
were carried out in 9 dogs with permanent fistulae of these 
glands. During 8 to 10 days after the operation (section 
of the autonomic innervation) the daily rate of salivary 
secretion was estimated. Inflammation of the parotid 
gland was induced by injection of Streptococcus pyogenes 
or diatomaceous earth. 

Aseptic inflammation of normally innervated glands 
caused inhibition of 48 to 80% of saliva secretion, while 
septic inflammation caused a 62 to 93% inhibition. 
Normal secretion was reached 11 to 19 or 8 to 15 days 
Tespectively after induction of aseptic or septic inflamma- 
tion. In 6 dogs with parotid glands deprived of the 
parasympathetic innervation there was a diminution of 
saliva secretion after both septic and aseptic inflammation. 
Injection of pilocarpine (3 mg. of 1% solution) caused 
a lengthening of the latent period of saliva secretion 


_ from 3 to 15 minutes, and shortening of the period of 


Secretion. In 3 dogs with glands deprived of their whole 


autonomic innervation results were approximately the 
same. Secretion after the injection of pilocarpine lasted 
for 30 to 40 minutes, compared with 100 to 120 minutes 
in the control animals. 

The experiments showed that inflammation experi- 
mentally induced in normal glands and in glands deprived 
of their autonomic innervation caused similar deviations 
of secretion from the normal. It is concluded that the 
inhibitory influence of inflammation on the secretion of 
the parotid gland does not depend on the autonomic 
nervous system. J. Flaks 


1012. Experimental Argyrosis. IV. Morphologic Changes 
in the Experimental Animal 
C. T. OLtcott. American Journal of Pathology [Amer. J. 


Path. 24, 813-833, July, 1948. 6 figs., 27 refs. 


Argyrosis has been described in the human subject 
but hitherto similar changes have not been produced in 
the experimental animal. 

Rats were given 1 in 1,000 solutions of silver by 
mouth throughout life; in some cases this resulted in 
unexplained left ventricular hypertrophy. At necropsy 
the majority of the organs were pigmented and silver was 
found in reticulo-endothelial elements in lymph nodes, 
liver, and splenic pulp, in relation to blood vessels, and 
in glomerular capillary basement membranes. Silver 
is absorbed in the small and large intestine, but no con- 
clusions are drawn about the route of excretion. The 
sites and mode of deposition of ingested silver are con- 
trasted with those obtained by the standard silver- 
impregnation techniques, and the lesions are compared 
with those found in human argyrosis; the changes are 
essentially similar in man and the rat. Deposited silver 
can be bleached by Gram’s iodine followed by sodium 
thiosulphate, the colour returning on treatment with a 
photographic developer. R. C. B. Pugh 


1013. Demonstration of Reducing Enzyme Systems in 
Neoplasms and Living Mammalian Tissues by Triphenyl- 
tetrazolium Chloride 

F. H. Straus, N. D. CHERONIS, and E. Straus. Science 


_ [Science] 108, 113-115, July 30, 1948. 9 refs. 


Colourless triphenyltetrazolium chloride on reduction 
yields an insoluble red product. The reducing enzymes 
of living tissues can effect this transformation, leaving the 
red precipitate at the site of action. On the assumption 
that this reaction might proceed at different rates in 
normal and cancer tissues the authors have carried out a 
number of simple experiments. Intravenous injection of 
a 1% solution into rabbits at a dosage level of 25 mg. per 
kilo body weight failed to produce any pigmentation 
during life, but four times this dose was quickly lethal, 
and after death the red reduction product became evident 
at varying intensities throughout the viscera. 

Carcinoma tissue is said to effect this reduction more 
quickly than the surrounding normal tissues, as was 
shown by immersing slices of several excised human 
tumours in a 1% solution of the tetrazolium chloride. 
The uninvolved adjacent tissues remained. unstained, 
whereas the cancer cells became ruby red in 20 minutes. 
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This colouring failed to appear if the tumour tissue stood 
at room temperature for 3 hours or was heated at 100° C. 
for 5 minutes; hence immediate freezing of amputated 
tissue is recommended to demonstrate the staining. 
When a gauze pack saturated with the substance was 
applied to ulcers possibly associated with malignancy, 
the red colour development suggested carcinoma, and 
this was confirmed after surgical removal of the ulcer. 
H. G. Crabtree 


EXPERIMENTAL PATHOLOGY 


1014. Destructive Action of Mouse and Rat Tumour Ex- 
tracts on Red Blood Cells in vitro 
L. Gross. Journal of Immunology [J. Immunol.) 59, 
173-188, June, 1948. 5 figs., 8 refs. 


Saline extracts (20%) of spontaneous mammary 
tumour extracts lysed mouse red cells at 37°C. The 
lytic action was destroyed at 60°C. and diminished 
rapidly on storage. The red cells of five other species 
tested were not lysed. The lytic action appears to diminish 
when tumours are transplanted, though extracts of such 
tumours might cause haemagglutination of mouse red 
cells, and occasionally those of other species as well. 
Extracts of transplanted rat tumours had a stronger lytic 
action on mouse cells than on those of the homologous 
species. Extracts of organs of mice with spontaneous 
leucoses resembled those of mammary carcinoma. The 
only normal tissue to show strong lytic action was that 
of lactating mammary glands. Extracts of normal liver 
were found to neutralize the lytic activity of tumour 
extracts. 

[The lytic activity of mouse tissue extracts has been 
noted by various authors, most of whom, however, have 
found that normal organs possess considerable activity. 
The reason for this discrepancy is not clear.] 

P. A. Gorer 


1015. Alterations in the Structure of Nerves Caused by 
Restricting their Growth with Ligatures 

D. Duncan. Journal of Neuropathology and Experi- 
mental Neurology [J. Neuropath. exp. Neurol.] 7, 261- 
273, July, 1948. 15 figs., 21 refs. 


- The author placed ligatures round the sciatic nerves 
-of infant rats, 10 days old, in order to produce a very 
mild form of abnormal pressure stress. Damage or 
compression of the nerves was avoided. The rats were 
killed 164 to 169 days later, because motor weakness 
began to develop in the affected limb. In cross-section 


the ligated nerves were found to be reduced by between ~ 


one-quarter and one-seventh of that proximal to the 
ligature. There was ho relation between the amount of 
constriction and the functional impairment. In all the 
nerves a pronounced bulbous swelling was found above 
the ligature and a smaller swelling just distal to it. The 
total number of myelinated fibres in the nerves distal 
to the ligature was reduced. It was found that up to 
25% of myelinated fibres could be lost without impair- 
ment of muscle function. At the level of the ligature 
there was complete loss of myelin. The diameter of the 


axis cylinders was reduced for several mm. proximal and 
distal to the constriction. Axonal sprouts were seep 
above the ligature in every case. These penetrated the 
perineurium, were found in the surrounding connective 
tissue, and returned to the nerve beyond the constriction, 
They must be considered a factor, if only a minor one, 
in maintaining the function of the nerve. 
Ruby O. Stern 


1016. Hepatic and Renal Injury with Calcium .Deposits 
and Cirrhosis Produced in Rats by Pyridine 

J. H. Baxter. American Journal of Pathology [Amer. J. 
Path.] 24, 503-525, May, 1948. 16 figs., 14 refs: 


In experiments with rats pyridine caused hepatic and 
renal damage when added to diets which alone did not 
produce these lesions. Necrotic, cirrhotic, and regener- 
ative lesions were obtained. Necrotic cells were often 
calcified. When given by subcutaneous injection or 
stomach tube in the same dosage (but necessarily 
intermittently) pyridine was much less toxic. 

D. M. Pryce 


1017. The Formation of Malignant Tumours in Mice by 
Deuteron-bombarded Methylcholanthrene 

B. F. BARNES, F. C. FREYTAG, W. M. GARRISON, and I. 
ROSENFELD. Science [Science] 108, 82, July 23, 1948. 


Solid 20-methylcholanthrene was bombarded with a 
20-Mev deuteron beam for a total of 0-58 microampere- 
hour. The melting-point of the product was 10°C. 
below that of methylcholanthrene, and x-ray diffraction 
patterns indicated that not more than 15% of unchanged 
methylcholanthrene was present. Methylcholanthrene 
and the irradiated product each produced fibrosarcoma 
at the site of subcutaneous injection in C57 mice. Pre- 
liminary observations indicated that the irradiated 
material produced bigger tumours and, in the larger 
doses, was less toxic than the parent substance. 

_ [The data derived from such small numbers of mice 
do not.allow a satisfactory assessment of relative carcino- 
genic potencies. ] L. Foulds 


1018. Trypanosoma cruzi Endotoxin (KR) in the Tres 
ment of Malignant Mouse Tumors 
T. S. HAuscHKA and M. B. Goopwin. Science [Science| 


- 107, 600-602, June 4, 1948. 8 refs. 


Eight different strains of Trypanosoma cruzi derived 
from various mammalian and insect hosts have been 
tested against 5 tumours in over 1,300 experimental mice. 
Tumours were: sarcomata 37 and 180 in Swiss and A 
mice; carcinoma 119 in A mice; and transplantable and 
‘spontaneous mammary adenocarcinoma in C3H and 
dba mice. Infections with 7. cruzi gave consistent 
inhibition but few regressions. Inhibitions were accom- 
panied by weight loss. Cancer cells were rarely found 
to be parasitized; the infection was lightly present in the 
stroma of some tumours and heavily concentrated in 
heart, liver, kidney, spleen, and muscles. . 

Killed trypanosome preparations similar to those with 
which Roskin and Klyueva claimed successes caused no 
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jnhibitions. Equally pre-treatment of tumour fragments. 


with the preparations did not alter the number of “ takes” 
or their subsequent growth. Treatment with lysed 
trypanosomes caused some damage to both normal and 
neoplastic tissues but no regressions. Mortality was 
higher in treated than in untreated animals. The claims 
of Malisoff (Science, 1947, 106, 591) are criticized on the 
grounds that the tumour he used normally shows more 
than 50% of regressions. G. Calcutt 


MORBID ANATOMY 


1019. Biliary Xanthomatosis (Xanthomatous Biliary 
Cirrhosis) 

H. E. MACMAHON. American Journal of Pathology 
[Amer. J. Path.) 24, 527-543, May, 1948. 10 figs., 
14 refs. 


The term ‘‘ xanthomatous biliary cirrhosis ’’ has been 
used to indicate a clinical syndrome (xanthomatosis, 
chronic jaundice, liver enlargement, hypercholesterol- 
aemia) and also the corresponding histological lesion 
(xanthoma cells and fibrosis in the walls of intrahepatic 
bile ducts). Liver biopsy specimens were obtained from 
4 patients with the clinical syndrome; 2 patients died after 
one year and two years respectively. 

Histological examination of the biopsies showed no 
“xanthomatous biliary cirrhosis”’; all patients had 
chronic inflammation in the portal areas, beginning as a 
“chronic pericholangiolitis *’; the lobular pattern was 
preserved; the smaller bile ducts and canaliculi were 
sometimes distended’ with bile. The histology of the 
necropsy material was more complex. As in the biopsy 
specimens, there was no xanthomatosis of ducts; the 
lobular pattern was much deranged by irregular fibrosis 
and liver cell destruction and regeneration; Kupffer cells, 
singly or in clumps, were sometimes filled with lipids, 
and-there was much bile stasis. It is suggested that the 
syndrome be re-named “ biliary xanthomatosis”’, and 
the liver lesions ** pericholangiolitic biliary cirrhosis ”’. 

R. R. Wilson 


1020. Transition of Boeck’s Sarcoidosis to Miliary 
Tuberculosis (Ubergang von Boeck’scher Krankheit in 
Miliartuberkulose. (Ein Beitrag zum Problem der 
‘atypischen ’ Tuberkulosen)) 

U. Frey. Helvetica Medica Acta [Helv. med. Acta] 15, 
129-151, March, 1948. 7 figs., bibliography. 


The author reports the case of a man, aged 29, who 
suffered from Boeck’s disease affecting the hilar, cervical, 
and axillary lymph nodes for 4 years before death. The 
diagnosis of Boeck’s disease was confirmed by lymph 
node biopsy examination. The disease took a benign 
course until suddenly, 4 years after it had been diagnosed, 
the patient developed a fatal tuberculous meningitis. 


_ Necropsy and histological examination revealed in several 


organs old and largely fibrotic granulomata like those 
in Boeck’s disease. In addition, fresh typical miliary 
tubercles and changes representing a transition from the 
lesions of Boeck’s disease to those of tuberculosis were 
found. On account of the histological findings and the 


tuberculosis ”’. 


clinical history the author considers this case to be one 
of transition of Boeck’s disease into miliary tuberculosis. 

Boeck’s disease spreads by haematogenous dissemina- 
tion and appears very similar to “chronic miliary 
The case described is thought to support 
the theory of a tuberculous aetiology of Boeck’s disease 
and the author considers the latter to be a special form 
of tuberculosis. He therefore, proposes to call it 
** atypical tuberculosis, type Boeck ’’. The prognosis of 
** atypical tuberculosis ”’ is not always favourable because 
of the possible transition into miliary tuberculosis. 

R. Schade 


1021. An Analysis of Certain Factors Associated with the 
Production of Experimental Dissection of the Aortic Media, 
in Relation to the Pathogenesis of Dissecting Aneurysm 


J. S. ROBERTSON and K. V. SmitH. Journal of Pathology — 


and Bacteriology [J. Path. Bact.) 60, 43-49, Jan., 1948. 
9 refs. 


The pressure required to produce experimental dis- 
section of the aorta by forcing water through a needle 
into the media was measured in 42 adults of different 
ages and both sexes. In all cases this pressure was far 
higher than the blood pressure, even in severe hyper- 
tension. These results (which were well analysed statistic- 
ally) support the view that aortic dissection only occurs 
in cases of marked medial degeneration. ° 

D. M. Pryce 


1022. Thrombosis as a Factor in the Pathogenesis of 
Aortic Atherosclerosis 

J. B. DuGumw. Journal of Pathology and Bacteriology J. 
Path. Bact.) 60, 57-61, Jan., 1948. 17 figs., 1 ref. 


Recent thrombotic deposits were found in the aorta in 
19 of 50 cases at post mortem. Whilst most frequent 
over atheromatous ulcers of older subjects they were also 
found in association with early atheromatous streaks and 
even where the wall appeared normal. Often the deposits 
were superimposed on earlier deposits. Transitional 
appearances indicated that the deposits were gradually 
transformed into intimal thickenings, which would 
ordinarily have been regarded as purely arteriosclerotic. 
The author has previously shown the importance of this 
process in the coronary arteries. D. M. Pryce 


1023. Bullet Embolism: A Case of Pulmonary Embolism 
Following the Entry of a Bullet into the Right Ventricle of 
the Heart 

D. H. Cotutns. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 205-210, April, 1948. 2 figs., 16 refs. 


A young man placed a metal block, drilled to take a 
Sten-gun cartridge, against his right chest, supported 
himself against a tree, and fired the cartridge with a 
spanner; this was consequently a low-velocity discharge. 
The bullet entered his chest. He drank and spat out 
some “ lysol”’, and walked away for help. Four hours 
later he was able to walk into hospital. Radiographs 
showed that the bullet was within the heart. The patient 
died 19 days later after prolonged pyrexia due to infected 
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left haemothorax. At necropsy the missile was found in 
the lower primary branch of the right pulmonary artery, 
and there was infarction, with early softening and pig- 
mentary change, of middle and lower lobes. In the heart 
there was a healed wound in the front of the right 
ventricle, and a deep ragged ulcer, into which the bullet 
could be made to fit snugly, on the right side of the 
interventricular septum in its upper part. 

The literature of foreign-body, notably missile, 
embolism, is reviewed, 8 cases of pulmonary embolism 


being found. The condition has been commoner in 


systemic vessels. W. S. Killpack 


1024. The Lining of Healed but Persistent Abscess 
Cavities in the. Lung with Epithelium of the Ciliated 
Columnar Type 

D. M. Pryce. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 60, 259-264, April, 1948. 8 figs., 10 refs. 


Five cases of pulmonary disease are described, in 4 of 
which the history suggested onset with pneumonia or 
lung abscess. In 3 the affected portion of lung was 
resected; in 2 the lung was examined post mortem. 
Dissection of the specimens showed cavities of different 
types, but features of importance were: (a) communica- 
tion with multiple bronchi (indicative of ulceration); 
(6) persistence of trabeculae of lung which had resisted 
infection; and (c) extension of cavities across septa and 
fissures. Microscopical examination showed the ciliated 
columnar epithelium, which is quite unlike proliferating 
littoral alveolar epithelium, to be resting on scar tissue 


_ (experimental evidence of the proliferative capacity of 


respiratory epithelium is here adduced). It appears that, 
in an abscess cavity, ciliary epithelization occurs when 
conditions for healing are favourable, and the author 
suggests that with modern advances in treatment, notably 
chemotherapy, this type of cavity will be encountered 
more frequently than hitherto. W. S. Killpack 


1025. The Large-cell Small-acinar Thyroid Tumour of 
Langhans and the Incidence of Related Cell Groups in the 
Human Thyroid 

B. Lennox. Journal of Pathology and Bacteriology {J. 
Path. Bact.) 60, 295-305, April, 1948. 16 figs., 46 refs. 


Two cases are described, one of a thyroid swelling of 
15 years’ duration in a man of 42, and the second of a 
tumour in a woman of 51. The first patient was not 
thyrotoxic, but the second had been before excision of the 
tumour, when the basal metabolic rate became normal. 
The first tumour was encapsulated and of uniform histo- 
logy and appears to belong to the class originally des- 
cribed by Langhans; in the second tumour there was 
transition to normal thyroid at the periphery, the appear- 
ances seeming to represent regressive changes in the 
active epithelium of a toxic adenoma. In neither was 
there evidence of malignancy. 

The author notes that the particular type of epithelial 
abnormality under consideration was first described in 
Graves’s disease by Askanazy in 1898, and proceeds to 
detail his findings from a systematic study of 250 thyroids 
removed at operation and 150 normal glands examined 


at necropsy; Askanazy cells were found in 16-3% of cases 
of Graves’s disease, and in 50% of toxic adenomata in 
women. This high incidence docs ot appear to: be 
altered by iodine or thiouracil therapy. No such cells 


were found in males in these two conditions. Ina mixed ~ 


group of non-toxic goitres the incidence was 5% in 
females and nil in males. In 6 cases of Hashimoto’s 
disease replacement of normal epithelium by cells of 
Askanazy type was extensive in each instance, but in 
4 cases of Riedel’s thyroiditis no such change was found. 
In the post-mortem material Askanazy-cell epithelium 
was common in women over 60 (18 out of 78 cases), and 
was almost always associated with lymphocytic infiltra- 
tion. Only three male thyroids contained these cells, 
That this particular type of epithelium has no functional 
activity is supported by the evidence presented, and also 
by the negative iodine analysis carried out on part of 
the tumour in the first case. W. S. Killpack 


1026. The Pathogenesis of Splenomegaly in Hypertension 
of the Portal Circulation; ‘** Congestive Splenomegaly ” 
E. Moscucowitz. Medicine (Medicine, Baltimore] 21, 
187-221, May, 1948. 14 figs., bibliography. 


This is a discussion of the pathology of the spleen in 
86 cases, in which the common factor is resistance or 
obstruction to the venous return. The cases are divided 
into three main groups: (a) where the obstruction is 
of post-hepatic origin, such as constrictive pericarditis 
and mitral stenosis; (6) hepatic cirrhosis of various 
types; and (c) pre-hepatic obstruction due to thrombosis 
of the portal or splenic vein, or of both. The differences 
in the spleen in the various groups are regarded as degrees 


of the same process, depending, first, on the duration of 


the hypertension, and, secondly, on the proximity to the 
spleen of the obstructing lesion; for instance, the changes 
are minor in constrictive pericarditis, but pronounced 
in the presence of an organized and recanalized thrombus 
in the splenic vein. As would be expected, a well- 
developed collateral circulation is present only when the 
hypertension is of long standing, and further lesions, 
such as siderotic nodules and myeloid metaplasia, are 
found only in similar circumstances. W. S. Killpack 


1027. Histopathology of the Peripheral Nervous System 
in Leprosy. 
He€pBHOH CHCTeEMbI MpoKase) 


N. I. ERMaKova. Apxus Ilaronoruu [Arkh. Patol.] 10, 


No. 4, 41-54, 1948. 8 figs., 9 refs. 


Investigation of the nervous system in leprosy has 
hitherto been confined to material stained by the usual 
histological methods. The use of silver impregnation 
revealed degenerative changes as well as thickening and 
distension of nerve fibres. The present investigation is 
based on necropsy specimens from 7 cases of leprosy and 


biopsy specimens from 40 early cases, in which de-— 


pigmentation of some areas of the skin was the only 
change present. The skin of the finger tips, mucous 
membrane of the lips and tongue, and peripheral nerves 


of the limbs were investigated. Frozen sections 15 to 


iv 


25 p thick were impregnated by Lavrentiev’s modifica- 
tion of the Bielschowsky-Gross method, followed by 
additional staining with Ziehl—Neelssen’s carbol fuchsin. 
This combined staining gave excellent results, permitting 
the study of nerve tissue and lepra bacilli in the same 
sections. 

By this method destructive and degenerative changes 
were found in the peripheral nerves. Lepra bacilli were 
found mainly in the afferent nerves. In single nerve 
fibres lepra bacilli were observed along the perineural 
sheaths, and in nerve bundles along lymphatic spaces of 
the perineurium. Degeneration and fragmentation of 
medullated and non-medullated fibres are presumed to 
be the result of bacillary infiltration and chronic irritation. 
Bacilli were also found in the cutaneous sense organs 
(Pacinian corpuscles, tactile corpuscles of Meissner) 
during the initial stages of the disease. The presence of 
bacilli in the endoneural and perineural lymphatic 
spaces shows that they spread in the direction of the 
lymph circulation. The nervous structures of the vallate 
papillae of the tongue also showed bacillary invasion: 
Medullated and non-medullated nerve fibres and auto- 
nomic ganglia in that region were found to contain large 
numbers of bacilli, mostly arranged in spherical clusters, 
which were also present in Schwann’s cells. No.indica- 
tion is given of the way in which the bacilli reach the 
vallate papillae. J. Flaks 
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1028. The Diagnosis of Bronchogenic Carcinoma by 


Smears of Bronchoscopic Aspirations 

D. G. McKay, P. F. Ware, D. A. ATwoop, and D. E. 
HARKEN. Cancer [Cancer] 1, 208-222, July, 1948. 
14 figs., 4 refs. 


From 2 to 10, but usually 4, specimens were collected, 
through an ordinary end-on bronchoscopic aspirator 
with a detachable tip, from 170 patients at the Boston 
City Hospital, bronchial smears being chosen in preference 
to sputum because of the dilution of the latter and its 
contamination by cells from the mouth and pharynx. To 
establish the normal and abnormal cytology of the 
bronchial secretions, a preliminary study was made of 
35 cases at necropsy, including 6 cases of primary 
carcinoma. Smears were made directly on to slides, 
stained by the Papanicolaou technique for vaginal 
smears, and examined without prior knowledge of the 
clinical findings. No importance was attached to the 
macroscopic appearance of the material, the presence 
of blood being of no significance. Microscopically, six 
types of cell were found in almost every smear; the 
appearances of these normal cells—leucocytes, plasma 
cells, erythrocytes, ciliated columnar epithelium, non- 
ciliated cuboidal cells, and macrophages—are described 
in detail. The most important feature of the cancer cells 
was the appearance of the nuclei—large, hyperchromatic, 
of variable size and shape; often the large prominent red 
nucleoli were sufficient to distinguish the cancer cells 
from normal cells, in which the nucleoli usually stained 
blue or purple. Mitotic figures were found very rarely. 
The aspirated cells, among which were sometimes found 
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bizarre giant-sized forms, were frequently larger than, 
but otherwise very similar to, those seen in sections of the 
tumours. 

' Of the 170 cases examined, a clinical diagnosis of 
bronchogenic carcinoma was made in 54 and confirmed 
histologically in all but 6. A positive smear was found 
in 40 of these 54 cases (74%), and a negative smear in 14 
(26%). Three positive smears were obtained from normal 
cases, making a total error of 17 cases (10%). The real 
value of the technique was shown in 14 cases of carcinoma 
in which the smear was positive although bronchoscopy 
revealed no tumour; in 12 of these the lesion was in 
the upper lobes, from which it is difficult to obtain 
biopsy specimens. Possible explanations of the 14 false 
negative findings were that insufficient smears were made, 
or that the secretions were obtained from a site not im- 
mediately adjacent to the tumour. Of the 3 false positive 
findings;-2 resulted from incorrect interpretation of the 
smears, but in one there was a bronchial polyp, the sur- 
face of which had undergone squamous metaplasia, so 
that the desquamated cells were indistinguishable from 
cancer cells. In view of these errors, the authors con- 
clude that a positive smear is an indication for exploration 
by thoracotomy, but not for pneumonectomy. 

Wilfrid E. Hunt 


1029. Cytological Studies of Sputum and Bronchial 
Secretions in the Diagnosis of Cancer of the Lung ‘ 
A. A. Lizpow, G. E. LinpskoG, and W. E. BLOOMER. 
Cancer [Cancer] 1, 223-233, July, 1948. 12 figs., 8 refs. 


In this study, at Yale University, an attempt was made 
to assess the value of the examination of sputum and 
bronchial smears in the diagnosis of cancer of the lung. 
In examining the smears, usually stained with haema- 
toxylin and eosin, groups of cells with a tissue-like 
arrangement were looked for; individual atypical cells 
were ignored. The, usual criteria of malignancy were 
applied—the size, shape, and intensity of staining of the 
cells and their nuclei, ‘and the presence of prominent 
nucleoli and, rarely, of mitoses. No attempt was made 
to differentiate the histological varieties of carcinoma. 
The presence of metaplastic epithelium was a source of 


confusion at first, until these cells were recognized by 


their uniformity of size and absence of nucleoli. 

The sputa of 112 patients were examined without prior 
knowledge of their clinical condition; iri 49 of these there 
was a Clinical diagnosis of carcinoma, “ usually ’’ con- 
firmed histologically. At least one smear was positive 


in 21 cases, giving 42°8% of correct positive, and 57-2% of. 


incorrect negative, results. Four patients in whom the 
clinical diagnosis was “* possibly carcinoma ”’ were dis- 
regarded in the analysis. In the “‘ no carcinoma ”’ group, 
3 positive sputa were reported from 59 patients, giving 
an incidence of 5-1% false positive results. One of 
these showed no evidence of carcinoma after lobectomy 
for bronchiectasis, but it will be of interest to note whether 
in the other 2 cases, diagnosed as bronchiectasis, cancer 
subsequently develops. 

Bronchial smears were taken from 79 patients, of whom 
30 were diagnosed as having bronchogenic carcinoma. 
Positive smears were obtained in 9 of the latter (60% 
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correct positive results) and in 2 of the 43 cases without 
carcinoma (4:7% false positives). After allowing for the 
fact that the average number of sputum examinations per 
patient was 2-6, whereas only 3 out of 79 patients had 
more than one bronchoscopy, it was found that bronchial 
smears gave about double the percentage both of correct 
and of false positive results, but the authors admit that 
an accurate comparison is impossible owing to the small 
number of bronchial smears examined. It was dis- 
appointing to find that in 17 lungs removed at operation 
all the tumours were of large size. The authors conclude 
that more detailed work on a larger series is required 
before the value of this technique can be assessed. If 
the smear method is to be used extensively for ‘ screen- 
ing ’’ in the diagnosis of cancer of the lung, observations 
should be made on the results obtained by specially 
trained technicians, by whom the work will have to be 
done. For the moment, the authors are probably wise 
to conclude that this techique is no more than “ a useful 
tool in the diagnosis of bronchogenic carcinoma ”’. 


[It is interesting to compare these results with those of 


McKay et al. (Abstract 1028), of which the authors are 
presumably unaware. McKay’s figures for bronchial 
smears are much more favourable than those reported in 
this study. This difference may be accounted for partly 
by the greater number of smears per patient (usually 4) 
made in the McKay series, whereas it seems that only one 
smear was made from the great majority of Liebow’s 
cases. The wisdom of training technicians to diagnose 
carcinoma from sputum and bronchial smears is 
questionable. Wilfrid E. Hunt 


1030. Heterophile Antibody Titer in Diseases Other than 
Infectious Mononucleosis 

L. E. Scuuttz. Archives of Internal Medicine [Arch. 
intern. Med.) 81, 328-333, March, 1948. 6 refs. 


On the basis of 160 tests on 57 patients it is shown that 
positive Paul—Bunnell reactions may be given by the sera 
of persons not suffering from infectious mononucleosis. 
Positive results were obtained in all of 6 cases of Hodg- 
kin’s disease, in 1 of 3 cases of agranulocytosis, 0 of 2 
cases of lymphatic leukaemia, 2 of 2 cases of monocytic 
leukaemia, | of 3 cases of polycythaemia, 5 of 8 cases of 
sarcoma other than Hodgkin’s disease, and 19 of 29 cases 
of tuberculosis. [The proportion of cases of myelo- 
genous leukaemia giving positive results is not determin- 
able from the text.] The “* diagnostic level ’’ is taken as a 
positive result in a dilution of 1 in 56 or more. The 
tests on individual patients show considerable variation 
from time to time. C. L. Oakley 


1031. Studies of the Mucin-clot Prevention Test for the 
Determination of the Antihyaluronidase Titre of Human 
Serum 

R. W. Quinn. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 463-470, July, 1948. 3 figs., 31 refs. 


Slight modifications of McClean, Rogers, and 
Williams’s method (Lancet, 1943, 1, 355) for the deter- 
mination of the hyaluronidase activity of haemolytic 
streptococci and staphylococci and of hyaluronidase 


extracted from testes are described. The method of 
determining the antihyaluronidase titre of sera by means 
of the mucin-clot prevention test was modified by making 
the serum rather than the enzyme the variable factor, 
The serum dilutions were made in twofold decrements, 
and each serum was tested against a constant amount of 
hyaluronidase. The limits of error of the method are 
about two twofold dilutions, but it is suggested that the 


accuracy might be improved. Serial twofold dilutions ~ 


of serum tested against serial twofold dilutions of 
streptococcal hyaluronidase showed a linear relationship 
when the hyaluronidase strength was between 16 and 
64 units. J. E. Page 


1032. Antihyaluronidase Studies of Sera from Patients 
with Rheumatic Fever, Streptococcal Infections, and 
Miscellaneous Non-streptococcal Diseases 

R. W. Quinn. Journal of Clinical Investigation {J. clin. 
Invest.) 27, 471-475, July, 1948. 2 figs., 8 refs. 


The antihyaluronidase titres of 258 sera from patients 
with rheumatic fever, 40 sera from patients convalescent 
from haemolytic streptococcal infections, 10 sera from 
patients with active rheumatoid arthritis, 41 sera from 
patients with non-streptococcal infectious diseases, and 
95 sera from normal individuals were determined by the 
method described in the previous paper (Abstract 1031). 
The mean antihyaluronidase titre of sera was significant- 
ly higher (1 in 4,096) in the rheumatic-fever patients 
than in patients with streptococcal infections (1 in 
2,048), with rheumatoid arthritis (1 in 1,024), with non- 
streptococcal infections (1 in 2,048), and in normal 
individuals (1 in 1,024). The mean antihyaluronidase 
titres of 15 sera from patients with active acute rheumatic 
fever (1 in 16,384) were significantly higher than those 
for 216 sera from patients with rheumatic fever in less 
active forms and for sera from patients in the other 
groups studied. J. E. Page 


1033. The Relation of Albumin to Precipitable Iodine of 
Serum 
J. P. Peters and E. B. MAN. Journal of Clinical Investi- 
gation [J. clin. Invest.] 27, 397-405, July, 1948. 1 fig., 
26 refs. 


The total protein, albumin, globulin, total and free 
cholesterol, fatty acids, lipid phosphorus, and pre- 
cipitable iodine in the sera from 12 hypoalbuminaemic 
patients were measured. In patients with profound 
hypoalbuminaemia (1-5 to 1-:1% of albumin) the pre- 
cipitable iodine level of the serum was often as low 
(1-5 to 2-8 jug. per 100 ml.) as that found in myxoedema, 
but there was no clinical evidence of thyroid deficiency. 
Administration of dried thyroid in doses that were 
effective for the treatment of myxoedema (0-25 g. per 
day) did not raise the precipitable iodine values. In- 
jections of enough salt-poor human albumin (containing 
3 to 4 pg. of iodine and 25 g. of albumin per 100 ml.) 
to raise the serum albumin for 1 week 1-5% above its 
initial value usually decreased precipitable iodine and 
always decreased serum lipid values. This decrease 


cop 
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in serum lipids occurred whether the lipid content was 
originally high or low, and affected all lipid fractions 
proportionally. The significance and clinical implica- 
tions of serum iodine deficiency are discussed. 

‘J. E. Page’ 


1034. The Haemolysis of Erythrocytes in Sodium Chlo- 
ride Solution and in Sodium Phosphate Buffers 

E. B. HENDRY. Edinburgh Medical Journal (Edinb. med. 
J.) 55, 427-438, July, 1948. 1 fig., 22 refs. 


In this paper haemolysis of erythrocytes is discussed 
with reference to the effect of changes in the chemical 
nature of the haemolysing system, in the osmotic pres- 
sure, and in the pH. Haemolysis in sodium chloride was 
influenced by the lack of buffering power, the dilution of 
the blood in the haemolysing system, temperature, oxy- 
genation of the blood, and the pH. Slight variations in 
the time allowed for haemolysis are unimportant and 
there is no evidence that oxalate or heparin in minimal 
amounts as an anticoagulant influences the results. 
Study of haemolysis in sodium phosphate buffer solu- 
tions revealed that when the osmotic pressure was kept 
constant the degree of haemolysis depended on the pH. 
In buffered solutions the results are not affected by pH 
but are affected by change in temperature. 

A. Brown 


1035. The Quantitative Description of the Fragility of the 
Erythrocyte and its Application to the Study of Acholuric 
Jaundice 

G. Discomse. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 60, 315-322, April, 1948. 2 figs., 14 refs. 


Two methods are in current use for the quantitative 
estimation of red cell fragility : that in which numbers of 
surviving cells are counted in varying saline concentra- 
tions, and that in which the haemoglobin liberated is 
measured. The latter is the more accurate method. 
The curve obtained by plotting the percentage lysis 
against salt concentration is a smooth sigmoid curve, 
from which the mean corpuscular fragility (M.C.F.), 
that is, the concentration of salt at which there is 50% 
lysis, may be read. Plotted on arithmetic probability 
paper, this curve becomes a straight line (with normal 
blood), and, by_ extrapolation, the concentrations of 
saline at which 2-5 and 97-5% haemolysis occur may be 
accurately determined. Since 95% of the area under the 
curve is included between these two points, and since 
95% of the curve area contains -+twice the standard 
deviation in the normal distribution of errors, it follows 
that the difference in concentration of salt causing 2-5 
and 97-5% haemolysis is equal to four times the standard 
deviation. 

By this means the osmotic fragility can be completely 
described, by stating the mean corpuscular fragility and 
its standard deviation. The author found the mean 
M.C.F. in 10 normal samples to be 0:-4258°% NaCl with 
a standard deviation of 0-0288% NaCl. He used a 
photoelectric method for reading haemolysis in a mixture 
of 0-1 ml. of oxalated blood with 10 ml. of different 
concentrations of saline. 


\ 


In normal blood the fragility is evenly distributed 
about the mean, but in cases of classical acholuric jaundice 
he found that the fragility was not evenly distributed, 
and he concludes that there must be more than one 
population of red cells in these samples of blood, each 
with its own M.C.F. and standard deviation. 

He studied members of a family with acholuric 
jaundice differing from the classical form in the mildness 
of its manifestations and the inconstancy of splenomegaly. 
The blood of both affected and unaffected members of 
this family showed a unimodal fragility curve (straight 
line on probability paper). He suggests that the affection 
in this family is genetically distinct from the classical form 
of acholuric jaundice. Douglas H. Collins 


1036. The Takata Reaction in the Cold. (Die Kilte- 
Takata-Reaktion) 

H. Baur. Helvetica Medica Acta [Helv. med. Acta] 15, 
285-303, June, 1948. 1 fig., bibliography. 


It having been observed that the proportion of Takata 
reactions which were positive increased when the 
laboratory was cold, experiments were made to discover 
whether the increase was due to the chilling of the 
subject before withdrawal of the blood, chilling the 
serum before setting up the test, or conduction of the 
test at a temperature of +2° to +6° C. Comparisons 
with the erythrocyte sedimentation rate, at room tempera- 
ture and in the cold, the Weltmann reaction, cephalin- 
cholesterol flocculation reaction, albumin-globulin ratio, 
and a variety of other tests were made. The test was 
more sensitive when conducted in the cold. In a series 
of patients who came to necropsy the sera of 11 who 
had no disease of the liver cells gave a negative reaction 
and the reaction at room temperature was also negative. 
In a further 11 cases of disease of the liver cells the test 
was positive in the cold, though at room temperature it 
was positive only in 5 cases. In 3 cases of infective 
hepatitis the reaction was stronger in the cold. 

The reaction in the cold is more sensitive than at room 
temperature, and results then agree well with those of 
other tests of hepatic function. G. Discombe 


1037. Titration of Serum with Méercuric Chloride 
Especially in Liver Affections. [In English] 

T. Grinstep. Acta Medica Scandinavica {Acta med. 
scand.] 131, 66-81, 1948. 8 figs., 16 refs. 


Some 300 sera have been examined by a modification 
of Gros’s titration of fresh serum with Hayem’s solution 
in the differential diagnosis of jaundice; 0-5 ml. of serum 
diluted with 1 ml. of 0-9% sodium chloride is titrated 
with 0-1% mercuric chloride until a permanent turbidity 
is obtained. In 57 cases the author repeated the titra- 
tion 24 hours later and obtained comparable figures, 
suggesting that fresh serum is not essential. Low values 
[below 1-5 ml.] were observed in 100% of the cases of 
liver cirrhosis, in 95% of cases of severe hepatitis, and in 
87-5% of cases of acute hepatitis. Values were normal 


in most cases of cholelithiasis and in all cases of cancer _ 


of the pancreas. Low figures were also obtained in 
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20 cases of rheumatic fever and in 12 cases of chronic 
polyarthritis. It is suggested that this simple test is 


‘useful where jaundice is subsiding in revealing un- 


expected liver damage, and that if it is applied to ascitic 
fluid cases of cirrhosis can be differentiated from cases 
E. T. Ruston 


1038. Effects of the Cold Pressor Test on Glomerular 
Filtration and Effective Renal Plasma Flow 


P. J. TaLso, A. P. CRostey, and R. W. CLARKE. Journal 


of Laboratory and Clinical Medicine {J. Lab. clin. Med.] 
33, 430-434, April, 1948. 1 fig., 13 refs. - 


Seven healthy men, aged 18 to 37, who had no history 
of renal disease volunteered as subjects for these tests, 
the technique of which is given in detail. Glomerular 
filtration was measured by mannitol clearance; plasma 
flow, by sodium p-aminohippurate clearance. These 
substances were given by continuous intravenous infusion. 
Analyses were made of blood samples and bladder wash- 
ings during. each successive 15-minute “ clearance 
period”’’. After the first two or three periods the left 
foot was immersed in iced water at 1°C. and kept 
there for 15 minutes. In 6 out of 7 men both glomerular 
filtration and effective renal plasma flow decreased, 
either during the test or within 30 minutes. The blood 
pressure rose quickly after the application of cold, but 
the degree of blood-pressure rise could not be correlated 


- with the measurements of renal function. 


Douglas H. Collins 


1039. The Importance of the Rate of Dye Removal in 
the Bromsulfalein Test of Liver Function 


Moses, F. H. CrRItCHFIELD, and T. B. THomas, Journal 


of Laboratory and Clinical Medicine [J. Lab. clin. Med.| 
33, 448-452, April, 1948. 2 figs., 8 refs. 


The authors suggest that 25% retention in the 15-minute 
sample and 4% retention in the 45-minute sample are 
the upper limits of normal, and they recommend the 
examination of blood samples at these intervals after the 
administration of bromsulphalein intravenously in a 
dose of 5 mg. per kilo of body weight. Some rabbit 
experiments are recorded, and there is a short report on 
the decrease in bromsulphalein retention shown in 
recovery from acute intoxication in a group of chronic 
alcoholics. Douglas H. Collins 


1040. Interrelations of the Serum Protein in the Thymol 
Turbidity Test 

N. H. Martin. Nature (Nature, Lond.] 162, 145-146, 
July 24, 1948. 2 figs., 6 refs. 


From a plasma showing a strongly positive thymol 
turbidity test a mixture of globulins and fibrinogen was 
separated by electrophoresis which after dialysis gave a 
strongly positive thymol test. Addition of crystalline 
human, bovine, or equine serum albumin, or of the 
fraction remaining after removal from normal serum of 
globulins with 26% sodium sulphate at 37°C. and 
subsequent dialysis, inhibited the positive thymol tést, 


but the pure albumins were less active than the fraction 
obtained by sodium sulphate precipitation. 

The ratio of albumin to y-globulin in eleven sera 
giving a positive thymol reaction which were subjected 
to electrophoretic analysis was 2-6 : 1 (6=0-705), lower 
than that required to produce inhibition with normal 
albumin. G. Discombe 


1041. A Comparative Study of the Serum Albumin- 
Globulin Ratio, the Cephalin-cholesterol Flocculation and 
the Thymol Turbidity Tests for Liver Function 

A. C. Krprick and A. B. CLEMENTS. Journal of Labora- 


‘tory and Clinical Medicine [J. Lab. clin. Med.] 33, 662- 


671, June, 1948. 16 refs. 


Three groups of patients were investigated in this study: 
(1) 10 patients with liver disease; (2) 18 patients in 
whom there were changes in the serum proteins due to 
non-hepatic causes; (3) 17 with various medical condi- 
tions in which no change in the serum proteins would be 
expected. The total proteins were estimated by the 
biuret method; albumin was estimated after pre- 
cipitating the globulins with either sodium sulphate 
or methyl alcohol. Thymol turbidity and cephalin- 
cholesterol flocculation tests were also carried out. 

In 11 healthy subjects the albumin-globulin ratio was 
found by the method of precipitation with methyl 
alcohol to vary between 1-46 and 1-92, these values 
comparing well with those obtained by the electro- 
phoretic method. The ratios obtained by fractionation 
with salt were, however, higher in almost every case. 
In 4 cases of parenchymatous liver disease the ratios as 
determined by fractionation with methyl alcohol were 
closely related to the clinical course, while the values 
obtained by salt fractionation appeared only slightly less 
consistent. Similarly the thymol turbidity test seemed 


to give a good indication of the progress of the disease, . 


but the cephalin-cholesterol flocculation test appeared 
only to indicate the period at which the disease was at 
its height. In the remaining cases of liver disease the 
ratio as obtained by alcohol fractionation again indicated 
the presence and degree of hepatic dysfunction, but here 
the thymol turbidity test was of little value. These cases 
comprised 2 of carcinoma of the liver and 4 of. long- 
standing obstructive jaundice. 

Conditions other than liver disease in which serum 
proteins were disturbed included various renal conditions, 
peptic ulceration with haemorrhage, heart disease with 
oedema, and carcinoma of the stomach and prostate. 
In these cases the albumin-globulin ratio determined by 
methyl alcohol precipitation was approximately normal 
in only 2 of the patients. The diagnoses in these cases 
were Boeck’s sarcoidosis and chronic lymphadenitis. 
In both, the thymol turbidity value was elevated. _In the 
unselected group of miscellaneous hospital patients in 
whom there was no suspicion of liver disease or any other 
condition that might have caused a derangement of the 
serum proteins, there were 3 patients with a marked 
depression of the albumin-globulin ratio, while 4 had an 
elevated thymol turbidity value and 3 a positive cephalin- 
cholesterol flocculation. R. B. Lucas 


Microbiology 


VIRUSES 


1042. The Stimulatory Action of Certain Fractions from 
Bacteria and Yeast on the Formation of a Bacterial Virus 
W. H. Price. Proceedings of the National Academy of 
Sciences, Washington (Proc. nat. Acad. Sci., Wash.] 34, 
317-323, July, 1948. 1 fig., 20 refs. 


Previous work has shown that some coli bacterio- 
phages may be propagated in synthetic medium without 
host lysis in the presence of aneurin (thiamin) and calcium. 
With increased aneurin host lysis occurs, though there 
is no further multiplication of virus. 

Staphylococcus muscae phage can be similarly released 
in synthetic media without host lysis, which in this case 
is brought about by the addition of a substance present 
in veal infusion. The yield of coli phage particles has 
been increased by varying the composition of the 
medium, and pectin [citrus rather than apple, as here 
stated] has been found to permit the release of coli 
phage without lysis of the host organisms (Maurer and 
Woolley, Abstracts of World Medicine, 1948, 4, 381). 
Finally, a ribonucleoprotein fraction from yeast stimu- 
lated the formation of adaptive enzymes in yeast. 

The present work describes the preparation of a frac- 
tion of high ribonucleoprotein content from Staph. 
muscae and its stimulating effect on phage multiplica- 
tion on this species. A similar effect was produced by a 
fraction prepared from yeast. These fractions were 
obtained by grinding the organisms with powdered glass, 
extraction with water, and centrifuging. (The yeast 
fraction was also dialysed against water for 10 hours.) 
The supernatants containing both fractions were then 
treated by adjustment to pH 4-0 with 10% acetic acid, and 
1 volume of alcohol was added. Precipitates were 


’ resuspended in water and dissolved by adjusting pH to 


63 with 0-5 M NaHCO,; further acidification by 10% 
acetic acid reprecipitated the material and this acid 
precipitation was repeated. The effect of these fractions 
on the formation of virus was observed by washing off 
20-hour-old agar slants, and inoculating two tubes of 
casein hydrolysate medium. One tube received a known 
quantity of the ribonucleoprotein fraction, the other 
acting as a control. After 1 hour’s incubation 4-8 x 107 
virus particles per ml. (approximately four-fifths of the 
bacterial content) were added to each tube. Tubes were 
shaken for 18 minutes and diluted 1 in 2,000 in their 
respective media. Virus adsorption was approximately 
40% in each preparation. Samples were then taken at 
intervals for virus assay. 

Addition of the fractions did not increase the per- 
centage of adsorption or decrease the latent period of 
30 minutes, but increased the yield of virus per cell (on 
average) fourfold on organisms in the resting phase. 
Cells in the logarithmic phase form more phage, the 
stimulating substances being apparently synthesized by 


the rapidly growing cells, and on such the fractions only 
produced a slight effect... Investigation of the fractions 
suggested that they were ribonucleoprotein. Splitting 
into acid and protein brought about a loss of activity. 
Ribonucleoprotein fractions from calf thymus, pancreas, 
and liver were inactive. So was tobacco mosaic virus 
(a ribonucleoprotein). The phage, .itself containing 
mostly desoxynucleic acid, had no phage-multiplication: 
promoting action when inactivated. Ribonucleoprotein 
previously described as stimulating adaptive enzymes in 
yeast was also capable of stimulating phage multiplica- 
tion, though the material prepared by the author did not 
stimulate formation of adaptive enzymes. It is suggested 
that the fractions accelerate protein synthesis. 

The comparison between adaptive enzyme formation 
and virus formation shows that the former is made by 
cells in the presence of the substrate, as phage multiplica- 
tion occurs in the presence of phage. Before production 
of each there is a lag period; both enzyme and virus 
may be produced in non-viable cells, and both are pro- 
duced better by rapidly multiplying rather than old cells; 
ribonucleoprotein fractions stimulate both, and both 
show competitive effect in that the formation of adaptive 
enzymes may decrease production of other enzymes, 
while in the presence of two substrates only one adaptive 
enzyme was produced, although in a bacterial culture 
infected with two phages it has been shown that only 
one multiplied. An external source of nitrogen is 
essential for the development of both phage and adaptive 
enzymes. 

[The present paper is somewhat difficult to abstract 
since it is largely taken up with a comparative study of 
the literature of the subject. It should be read in full 
by those interested.] G. T. L. Archer 


1043. Biochemical Mutants of Bacterial Viruses 
M. Detsrick. Journal of Bacteriology [J. Bact.] 56, 
1-6, July, 1948. 13 refs. 


In a series of papers Anderson has shown (J. cell. 
comp. Physiol., 1945, 25, 17; Science, 1945, 101, 565; 
Cold Spr. Harb. Sym. quant. Biol., 1946, 11, 1; and 
J. Bact., 1948, 55, 637) that certain strains of bacterio- 
phage, T4 and T6, require organic substances, L-trypto- 
phan, phenylalanine, and tyrosine, as co-factors to pre- 
pare them for adsorption by the Bacterium coli which is 
their host cell. In the present paper these findings are 
confirmed. It is also shown that an apparently pure 
strain of T4 gives rise. to three varieties of mutant: 
(1) réquiring no co-factor and producing small plaques 
with a sharp margin; (2) requiring tryptophan or similar 
substances producing fuzzy plaques; and (3) requiring 
both tryptophan and Ca++ ions and also producing fuzzy 
plaques. Indole and, to a lesser extent, skatole will 
inhibit the employment of tryptophan by strains re- 
quiring this substance for their attack on the host cell. 


301 


sera 

Ower 

be | 

} and 

662- | 

udy: 

in 

le to 

yndi- 

id be 
the 

pre- 

hate 

alin- 

“was 

ilues 

>tro- 

ition 

"ase. 

S aS 

were 

ilues 

med 

ase, . 

ared 

as at 

> the 

cated 

here 

>ases 

ong- 

ions, 

with 

state. 

d by 

rmal 

>ases 

nitis. 

n the 

ts in 

yther 

f the 

rked 

d an 

alin- 

as 


. 


302 MICROBIOLOGY © 


[The technical methods used in this work are too 
elaborate to permit adequate description in an abstract 
and those interested should consult the original paper.] 

R. Hare 


1044. An Unidentified, Filtrable Agent Isolated from the 
Feces of Children with Paralysis 
G. DALLpDorF and G. M. SIcKLes. Science [Science] 108, 


. 61-62, July 16, 1948. 4 refs. 


From the faeces of two children suffering from an acute 
paralytic condition, a filter-passing agent was isolated 
which on cerebral inoculation into albino mice produced 
paralysis. Paralysis was not induced in mice more than 
12 days old, and many attempts to adapt the agent to 
weaned mice failed. Suckling but not weaned hamsters 
were also susceptible. Paralysis also occurred after intra- 
peritoneal or intramuscular injection. The acute-phase 
serum of 1 patient aged 34 years had no neutralizing 
capacity for either strain, but serum taken after 24 days 
neutralized both. The acute-phase serum of the other 
patient (9 years old) neutralized the agent but this activity 
was ten times greater at the twenty-third day and returned 
to its original value in the ninth month. 

“* The lesions in mice and hamsters consist of a severe 
and widespread degeneration of the skeletal muscles. 
The muscle cells lose their striations and become strongly 
acidophilic and fragmented. Intense proliferation of 
young muscle cells occurs and, with endothelial cell 
phagocytosis, gives the lesions a very cellular appearance. 
Particularly in late deaths the lesions are evident grossly 
as opaque, whitish streaks. Muscles of the limbs, the 
spinal groups, intercostal, masseter, and scalp muscles 
are among those affected; smooth muscle and the 
myocardium have been spared. Lesions have not been 
found in the central nervous system or large peripheral 
nerves.” 

It is probable that the agent is a virus and reasons are 
adduced for believing that it is different from other 
viruses such as the Theiler viruses, MM virus, the virus 
of encephalomyocarditis, and the Lansing-like mouse- 
adapted poliomyelitis virus. R. Hare 


1045. Titration of Mumps Neutralizing Antibody in 
Chick Embryos 

G. R. LeyMaster and T. G. WarpD. American Journal 
of Hygiene [Amer. J. Hyg.) 48, 45-52, July, 1948. 2 figs., 


‘13 refs. 


In preliminary experiments at the Johns Hopkins 
University School of Hygiene and Public Health, Balti- 
more, it was found that a satisfactory haemagglutinating 
and infective titre of mumps virus could be attained by 
inoculating chick embryos by the allantoic route on the 
eighth day of incubation and collecting the allantoic 
fluid on the thirteenth day. This procedure was’ then 
adopted as the basis of a neutralization test. Serum 
dilutions were mixed with about 1,000 embryo ID 50 of 
virus and were then left at room temperature for 1 hour. 
Each dilution mixture was then inoculated into a group 
of 8 eggs; after a further 5 days of incubation the 
allantoic fluids were collected and tested for the presence 


of haemagglutinin. The dilution of serum which permits 
infection under these conditions in 50% of eggs is then 
calculated. This method was employed in testing sera 
from 14 children, aged from 6 months to 6 years, who had 
not had mumps. The sera showed titres of less than 1 in 
8. A similar test on sera from 14 adults who had had 
mumps gave titres ranging from 1 in 11 to 1 in 52. A 
single dilution of 1 in 8 can be used in practice to dif. 
ferentiate between the presence and the absence of im- 
mune bodies. D. J. Bauer 


1046. Immunization of Young Mice with Unmodified 
MM Mouse Encephalomyelitis Virus under Passive Pro- 
tection from Immune Mothers. 

F. J. Curtey and J. E. GorpoN. American Journal of 
Hygiene [Amer. J. Hyg.] 48, 81-86, July, 1948. 2 figs,, 
17 refs. 


‘In experiments at the Harvard School of Public Health, 
Boston, Mass., mice were immunized against the MM 
strain of poliomyelitis virus and were allowed to breed. 
The state of immunity of the progeny was tested by 
inoculating a single dose of active virus subcutaneously 
or intraperitoneally; in all, 160 mice were tested, and 


70 young from non-immune females were used as con- ~ 


trols. The mortality in the controls approached 100%: 
among the test animals, 45 mice inoculated between the 
3rd and 29th days of life survived; of 44 inoculated 
between the 30th and 59th days 42 survived; while of 
the remaining 71 inoculated between the 60th and 119th 
days 84% died. Between 120 and 150 days the survival 
rate was 8°%.—the same as that found for control animals 
of the same age. Suckling thus confers immunity for 
the first 8 weeks of life; the immunity then wanes and 
disappears by the 5th month. The survivors were re- 
tested to see if the inoculation had produced active 
immunity. Of 38 mice surviving inoculation between 
the 3rd and 29th days of life and re-inoculated at 60 to 
89 days, 31 (81%) died. This mortality is comparable 
“with that found in controls, so that inoculation between 
3 and 29 days did not confer active immunity. Of 42 
mice surviving first inoculation at 30 to 59 days, 24 (80%) 
survived re-inoculation at 60 to 89 days, indicating that 
active immunity had developed. This could be passed 
on to the next generation, since, of 64 of their progeny, 59 
survived inoculation between 2 and 20 days. 
D. J. Bauer 


1047. Regeneration of Virus Receptors in Mouse Lungs 
after Artificial Destruction 

S. FAzeKAs be St. GrotH. Australian Journal of 
Experimental Biology and Medical Science [Aust. J. exp. 
Biol. med. Sci.) 26, 271-285, July, 1948. 3 figs., 10 refs. 


The technique employed in these experiments in the 
Walter and Eliza Hall Institute of Medical Research, 
Melbourne, is much too elaborate to summarize, but the 
experiments themselves concern the speed of regenera- 
tion of the receptors for influenza virus in the mouse 
lung after their inactivation by the receptor-destroying 
enzyme of Vibrio cholerae, administered intranasally in 
the form of a mist. Following such treatment there is 4 


ae Be & 


ra 


_ no infection took place. 


BACTERIA 303 


ive reduction in the ability to adsorb the virus 
over a period of 8 hours, a more or less stationary phase 
for 22 hours, and after the thirtieth hour an increase 
until normal is reached on the sixth day. The action 
of the receptor-destroying enzyme can be halted by an 
antiserum, after administration of which regeneration 
begins earlier though its rate is not altered. Regenera- 
tion of the receptors can still occur even after 14 days’ 
treatment with receptor-destroying enzyme. R. Hare 


1048. Prevention of Virus Infection with Enzyme of 
V. cholerae. 11. Studies with Influenza Virus in Mice 
J.D. Stone. Australian Journal of Experimental Biology 
and Medical Science {Aust. J. exp. Biol. med. Sci.] 26, 
287-298, July, 1948. 1 fig., 8 refs. 


When the receptor-destroying mucinase of Vibrio 
cholerae was administered intranasally to mice together 
with influenza viruses A and B or swine influenza virus 
If administered for periods up 
to 24 hours before the virus, mucinase protected the 
animals, but the treatment was much less effective 
when administered after the virus. The enzyme has no 
direct action on the virus, and its activity could be 
neutralized by means of a specific antiserum prepared 
in a rabbit. | R. Hare 


BACTERIA 


1049. The Influence of Cultural Conditions on the 
Morphology of Bacterium aerogenes with Reference to 
Nuclear Bodies and Capsule Size 
J. P. DuGum. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 60, 265-274, April, 1948. 22 figs., 
29 refs. - 


The author reviews the literature on the nuclear 
structure of bacteria and discusses the effect of cultural 
conditions on capsule formation. His own observa- 
tions were made with 24 strains of Aerobacter aerogenes 
recently isolated from faeces, water, milk, and air. After 
growing in media containing very little carbohydrate 
the cells showed uniform staining without evidence of 
nuclear bodies and possessed small capsules. On media 
with an excess of carbohydrate the cells had darkly- 
staining nuclear bodies and they usually had large 
capsules. When the peptone in the media was replaced 
by a combination of phosphate and ammonium sulphate 
normal growth was obtained when the ratios of these 
constituents were low. On the other hand, when there 
was a high carbohydrate—phosphate-sulphate ratio in the 


“culture media bacterial forms with nuclear structures 


were again very numerous. Capsules were largest on 
the peptone media with a high sucrose content and on 
ammonium salt-deficient sucrose synthetic media. A 
low pH after growth was present in culture media con- 
taining sugars, but this low pH was not found to be a 
causative factor in the production of forms with nuclear 
bodies, because the same type of morphology was 
observed in a.medium containing similar constituents, 
but buffered. 

The author describes the various technical and staining 


methods employed in this investigation, and the paper is 
illustrated with convincing photomicrographs. 
J. Smith 


1050. The Comparative Effects of Continuous and Inter- 
mittent Penicillin Therapy on the Formation of Anti- 
streptolysin in Hemolytic Streptococcal Pharyngitis 

E. D. Kitpourne and J. P. Loce. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 418-424, July, 1948. 
3 figs., 17 refs. . 


In Fort Monmouth, New Jersey, U.S.A., in the spring 
of 1947, an epidemic streptococcal infection occurred in 
a large army camp. The main symptoms were pharyn- 
gitis and scarlet fever, and during a 60-day period 184 
individuals were. attacked. A survey just before the 
outbreak showed a 17% carrier rate and seven-eighths 
of the strains belonged either to type 23 or 19, 
type 23 predominating in 70% of cases. The objects of 
the investigation were: (1) to study the natural history 
of streptococcal pharyngitis in the young male, and (2) to 
assess the best method of treatment in relation to the 
antistreptolysin response in patients. 

The details of the methods employed in bacteriological 
diagnosis, treatment, and estimation of antibody are 
fully given. The authors were unable to make any 
further significant contribution to the present knowledge 
of the natural history of the disease. They divided 127 
patients into three groups; the first received a single 
injection of 300,000 units of penicillin each day for 
7 days; the second 20,000 to 50,000 units every 3 hours 
for from 4 to 7 days; the third group were retained 
as controls. Antibody response, as measured by the 
antistreptolysin titres, varied in the three groups. In 
the untreated control group the rise was most marked, 
in the group in which the injections were given every 
3 hours the response was comparatively weak, while in 
the group in which penicillin was given once daily the 
antibody titres were on the average intermediate between 
those obtained in the other two groups. Further, where 
patients relapsed an absence of antistreptolysin was 
noted and in all patients with late sequelae rises in anti- 
streptolysin titres could be demonstrated just before, or 
coincident with, these occurrences. J. Smith 


1051. Quantitative Antistreptokinase Studies in Patients 
Infected with Group A Hemolytic Streptococci: A Com- 
parison with Serum Antistreptolysin and Gamma Globulin 
Levels with Special Reference to the Occurrence of Rheu- 
matic Fever 

H. C. ANperSON, H. G. KUNKEL, and M. McCarty. 
Journal of Clinical Investigation [J. clin. Invest.] 27, 
425-434, July, 1948. 5 figs., 28 refs. 


The liquefaction of human fibrin clot by streptokinase 
has been shown to be due to the combined effect of an 
inactive proteolytic enzyme in the plasma and the active 
substance obtained from cultures of haemolytic strepto- 
cocci. The reaction is analogous to the conversion of 


trypsinogen to trypsin by enterokinase. Further strepto- 
kinase produces marked liquefaction of human fibrin 
clot, whereas it causes only minor changes in clots from 
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other animal species. The first quantitative method for 
the estimation of antibody directed against streptokinase 
involved a neutralization test in which a constant stand- 
ardized amount of streptokinase is incubated with 
serial dilutions of the serum, following which an indicator 
system consisting of fibrinogen, plasminogen (the 
inactive form of the proteolytic enzyme), and thrombin 
is added. In the present study quantitative antistrepto- 
kinase determinations have been carried out on speci- 
mens obtained from patients suffering from scarlet fever. 
The primary aim of the investigation was to determine 
whether or not significant differences in antibody response 
existed between patients who developed rheumatic fever 
after an attack of scarlet fever and those who did not. 


Full details are given of the technical methods em- 


ployed. In general, the authors have found that after 
infection of patients with group A haemolytic streptococci 
the antibody for streptokinase develops in the same way 
as does antistreptolysin O, and that at the same time 
there is an increase in the serum y globulin. In some of 
the patients with uncomplicated scarlet fever the rise in 
antibody titre was greater than in certain of the rheu- 
matic patients, in some of whom there was a relatively 
insignificant increase. On the average, however, those 
who developed rheumatic fever as a sequela to a strepto- 
coccal infection showed a greater antibody response than 
those who did not. J. Smith 


1052. Streptococcal Hyaluronic Acid and Hyaluronidase. 
I. Hyaluronidase Activity of Non-capsulated Group A 
Streptococci. II. Production and Subsequent Destruction 
of Hyaluronic Acid by Certain Strains of Group A Strepto- 
cocci. II. Virulence of Group A Streptococci for Mice in 
Relation to the Production and Destruction of Hyaluronic 
Acid 

R. N. Prxe. Journal of Infectious Diseases [J. infect. 
Dis.] 83, 1-22, July—-Aug., 1948. 7 figs., 46 refs. 


It has previously been demonstrated that only certain 


strains of haemolytic streptococci produce hyaluronidase 


and that the enzyme produced by streptococci differs 
from that of other bacteria in its sensitivity to pH, in 
adaptive production, in the products of hydrolysis, and 
in antigenic specificity. The present series of reports 
deals with its detection, and its production by strepto- 
cocci. Hyaluronic acid for use in the investigation was 
prepared either from human umbilical cords or from 
capsules of mucoid streptococci. The streptococci, 
which were maintained in beef-heart infusion containing 
5% rabbit blood, were inoculated into beef-heart infusion 
containing 1% glucose, 10% horse serum, and phenol red 
as indicator; pH was7°4. The medium was not buffered, 
but cultures were neutralized, when desired, by the addi- 
tion of normal sodium hydroxide. To obtain hyaluronic 
acid the supernatant fluid of a 24- to 48-hour culture 
in this medium was Seitz-filtered. More concentrated 
material was obtained by omitting the serum from the 
medium and precipitating the acid from the supernatant 
fluid with 0-1 volume of glacial acetic acid, 8-4% sodium 
acetate, and 1-25 volume of ethyl alcohol. Precipitate 
was dissolved in water and sterilized by filtration, by the 
addition of 1 in 10,000 “* merthiolate ’’, or by autoclaving. 


The hyaluronic acid content was determined quantitatively 
by measuring the turbidity developed on the addition of 
acid serum reagent (10% horse serum at pH 3-1). 

Hyaluronidase for control purposes was prepared 
from bovine testes emulsified in distilled water, the active 
preparation being the neutralized solution after treatment 
with acetic acid at pH 4-5 and removal of the precipitate, 
The action of hyaluronidase was determined by the 
turbidity reduction (TR) test. This was found to be 
more delicate than the mucin clot prevention (MCP) 
test and more practicable than the viscosity reduction 
test. By these methods it was shown that 23 of 110 
strains of non-mucoid streptococci caused complete 
destruction of 9 to 12 mg. per 100 ml. hyaluronic acid 
added to the medium, 38 partial destruction and 49 no 
definite effect. Two of 3 strains of staphylococcys 
caused a marked reduction, Bacterium coli no effect, and 
a mucoid strain an increase. Fourteen of the strepto- 
coccal strains without hyaluronidase activity in 24 hours 
were further investigated after 7 days, when 7 of them 
completely destroyed the acid. 

Further investigations showed that 12 mg. per 100 ml, 
hyaluronic acid can be destroyed by an active strain 
within 2 hours. This was not due to a carriage over of 
preformed enzyme since a merthiolate-treated inoculum 
was inactive. Later tests of the supernatant, however, 
after destruction of hyaluronic acid, showed an absence 
of enzyme after 24 hours, and in serial assays of samples 
from flasks of serum glucose infusion broth inoculated 
with cells from an overnight culture the maximal con- 
centration of hyaluronidase in supernatant samples was 
reached in 4 hours, that is, approximately at the end of 
the logarithmic phase of growth with the inoculum used. 
This was followed by a decrease, with little remaining 
enzyme after 24 hours, apparently due to acidification 
to pH 4:9 to 5-1. The effect of the presence of glucose 
and of serum in similar experiments was investigated. 
In each case maximum activity was noted in the 4-hour 
specimens. Horse serum reduced hyaluronidase con- 
centration by more than 90%. With glucose present, 
hyaluronidase disappeared within 24 hours; the much 
less marked fall in plain infusion broth or plain “‘bacto- 
tryptose”’ is not easily explained. Serum destroys the 
enzyme rather than depresses its production. 

The effect of serum is not evident when hyaluronic acid 
is present in the medium in which active growth is occut- 
ring, since time is essential for its destructive action and 
enzyme released by growing cells in the presence of 
substrate is active even though serum is present also. 
For maximal effect of serum, 15 minutes’ contact appears 
to be necessary. The possibility was investigated that 


weakly active strains may appear to be inactive owing to’ 


the serum present; results were equivocal. 

The second paper describes the production of hyaluronic 
acid and hyaluronidase by the same strains of streptococci. 
It had previously been suggested that encapsulation with 
capsules composed of hyaluronic acid and production 
of hyaluronidase were mutually exclusive. Investigation 
by the method already described yielded the following 
results. Broth cultures of encapsulated Group “A” 
streptococci released hyaluronic acid into the broth. 
Such cultures, if also containing hyaluronidase, should 


| 
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show a subsequent diminution of the acid present. 

Ten strains were submitted to this test and in only 3 
was the hyaluronic acid level maintained after 7 days’ 
observation. In all the others there was a marked 


decrease, such as might be expected if hyaluronidase was — 


released after the initial production of the acid. That 
this was, in fact, the explanation was demonstrated by 
preparing filtrates of the supernatants of the cultures and 
heating part of the filtrate at 60°C. for 30 minutes. 
Determination of the hyaluronic acid content of the 
culture, the filtrate, and the heated filtrate over 54 days 
showed a marked fall in all but the heated filtrate in 
which the level remained constant, suggesting the action, 


in both the culture and the filtrate, of a thermolabile ~ 


enzyme. Since non-encapsulated streptococci produce 
hyaluronidase rapidly, the time of its appearance in 
cultures of encapsulated forms was studied. At intervals 
during growth samples were removed and treated with 
“merthiolate’’. Portions of these samples were also 
centrifuged and supernatant was removed. In the 
supernatant of the 6-hour sample there was little fall in 
hyaluronic acid content over a number of days, while 
in the presence of killed cells normal destruction occurred. 
Thus hyaluronidase had not, at this stage, been liberated 
into the medium. The hyaluronic acid content showed 
that at 6 hours much of the capsular substance was still 
present in the cells. It appears, therefore, that the 
enzyme is not liberated until the capsules have been lost. 
The addition of hyaluronic acid prepared from another 
strain to cultures capable of destroying their own 
hyaluronic acid showed that these were capable of destroy- 
ing the added substrate as well. 

During investigations on the variability of hyaluronic 
acid destruction, the attempt by colony selection to 
obtain variants differing in their production of hyaluronic 
acid was unsuccessful. This appears to rule out an 
otherwise possible explanation of the observed results, 
based on the presence in original cultures of cells pro- 
ducing hyaluronic acid, and non-encapsulated cells 
producing hyaluronidase. 

The third paper deals with an investigation of any 
possible association between encapsulation and stability 
of hyaluronic acid and virulence as determined by mouse 
inoculation and influenced by passage. Hyaluronic acid 
was determined as described. Mouse virulence was 
detected by intraperitoneal injection of 0-2 ml. of broth 
dilutions of 4-hour cultures in rabbit blood infusion 
broth. Mouse passage was brought about by intra- 
peritoneal injection in the first place of a loopful of blood- 


- broth culture in gastric mucin, followed by a drop of 


heart-blood of a dead mouse in mucin into a second 
animal, and so on. Ten strains were passed through 
mice, and virulence and hyaluronic acid production 
before and after passage were determined. Passages 
brought about a definite increase in virulence of 7 of the 
Strains, the lethal dose falling from a 10? dilution to a 
10-® culture dilution. With 3 strains the effect was 
negligible. There was no relation between virulence and 
hyaluronic acid production before and after passage, and 
the latter in general showed no increase after passage. 
All but two strains destroyed their own hyaluronic acid, 
but the virulence of these did not differ from the others. 
M—x 


One strain failed to produce hyaluronidase after passage, 
though the original culture had done so; similar changes 
may occur spontaneously, however. 

These observations therefore yield no evidence that 
mouse virulence is correlated with either the rate of 


_appearance of hyaluronic acid or the rate of its dis- 


appearance. G. T. L. Archer 


1053. Anti-haemolytic Action of Viridans («) Variants 
of Haemolytic Streptococci 

A. Isaacs. Journal of Pathology and Bacteriology {J. 
Path. Bact.) 60, 199-204, April, 1948. 10 refs. 


Viridans variants of haemolytic streptococci can be 
produced by growth under raised oxygen tension. The 
appearance of such variants is associated with a fall in 
haemolysin production which returns to normal when the 
strain is purified; the simultaneous growth of the homo- 
logous, or a heterologous, variant with a haemolytic 
strain in horse or sheep serum broth causes almost com- 
plete inhibition of haemolysin, while naturally occurring 
S. viridans is also inhibitory though less so, but the in- 
hibitory effect is abolished by the addition of catalase, 
suggesting that it is due to hydrogen peroxide. 

This is borne out by the inhibition of haemolysin 
production when Seitz filtrates of horse-serum broth | 
«-variant cultures containing peroxide equivalent to a 
one-tenth to one-twentieth volume solution and con- 
taining no catalase are diluted one-half to one-fourth with 
fresh medium and inoculated with f streptococci. The 
concentration for growth inhibition is higher than that 
for inhibition of haemolysin; both effects are counteracted 
by added catalase. Preformed serum haemolysin is 
not destroyed by an « variant or by one-tenth volume 


_ peroxide. 


Serum streptolysin was extracted from the sediment of 
a 12- to 14-hour broth culture of 8 streptococci by shaking 
with serum and glass beads; a second extraction was 
also successful but the following extracts were devoid of 
haemolytic activity: an extract with serum containing 
one-tenth to one-twentieth volume peroxide, though the 
organisms were not killed and they returned to the 
haemolytic state on plating on blood agar; the same 
extract after reduction (thus haemolysin was not present 
in an oxidized inactive form); a second extract of the 
organisms after primary treatment with peroxidé and 
serum, either plain serum, serum and catalase, or serum 
and a reducing agent being used. 

It is suggested that the formation of haemolysin in 
serum broth or on blood agar occurs in two stages, 
production in the cell and extraction by a lipoprotein. 
fraction in serum. The latter is prevented by hydrogen. 
peroxide. G. T. L. Archer 


1054. A Study of the Serological Type Differentiation of 
Staphylococcus pyogenes 

B. C. Hoses. Journal of Hygiene [J. Hyg., Camb.] 46, 
222-238, July, 1948. 28 refs. 


By selecting antigenically suitable strains the author 
prepared absorbed sera and succeeded by slide aggluti- 
nation tests in dividing many strains of Staphylococcus 
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pyogenes into seven specific types. Another eight types 
were identifiable only by their reaction pattern. Some 
strains gave a clear-cut result, while others showed con- 
siderable antigenic overlapping. By this method 74% of 
a large series of strains were identified, while in a later, 
smaller series all strains were identified. In contrast 
herewith only 67-5% of the latter strains could be 
identified by staphylococcal bacteriophage reactions. 
On the whole, however, a fairly reular correlation was 
found between serological and phage typing, a number 
of serological types being lysed by che same bacteriophage 
filtrates. The method proved to be advantageous in 
solving epidemiological problems. 

{It is impossible to do justice to this important paper 
in a short abstract. It should be read in the original by 
those interested in the technical details. } R. Salm 


1055. Studies on Penicillin-resistant and Streptomycin- 
resistant Staphylococci Cultured in vitro. (Untersuch- 
ungen an in vitro gegen Penicillin und Streptomycin 
resistent geziichteten Staphylokokken) 

E. Surer and W. A. ViscHER. Schweizerische Zeitschrift 
fiir Pathologie und Bakteriologie (Schweiz. Z. Path. Bakt.] 
11, 428-437, 1948. 1 fig., 24 refs. 


In view of a number of contradictions in the current 
literature the authors decided to carry out a comparative 
series of experiments in order to determine any changes 
in the characteristics of staphylococci after these had 
become resistant in vitro to either penicillin or strepto- 
mycin. 

All of 31 freshly isolated strains were completely 
inhibited by 10 units per ml. of streptomycin (presumably 
Bacterium coli units). Twenty-seven strains were 
inhibited by 0-2 unit per ml. of penicillin and 4 strains 
were able to grow in 0-4 unit per ml. Two of these 
strains were investigated and found to be producers of 
penicillinase. Strains were then made resistant by 
repeated subculturing on agar plates containing increasing 
doses of either penicillin or streptomycin. Resistance 
to streptomycin developed more rapidly than that to 
penicillin. The degree of resistance attained varied 
from strain to strain and the resistances to penicillin and 
streptomycin iacreased not at the same rate or to the 
same level in the same strain. Strains resistant to penicil- 
lin remained sensitive to streptomycin and vice versa, and 
this phenomenon was observed also in subcultures of 
one and the same strain trained against one or the other 


antibiotic. In general the increase in resistance to 


penicillin varied from 10 to- 2,000 times that of the 
original strain and from 10 to 400 times for the strepto- 
mycin series. [Details are given ina table.] It was also 
noted that penicillin-resistant strains grew more slowly 
than the original strains and produced less turbidity in 
broth while streptomycin-resistant strains multiplied 
in the same way as did the non-resistant original strain. 
However, in the case of streptomycin-resistant strains 
broth cultures did not produce a uniform turbidity but 
formed a sediment at the bottom of the test-tube. No 
difference between non-resistant and resistant strains 
could be found as regards rate of respiratory activity and 
activity of lipase. Activity of dehydrase was increased 


in streptomycin-resistant strains while in penicillin 
resistant strains there were no reliable changes in this 
respect. 

Haemolysis was tested on agar plates. Penicillin. 
resistant variants showed a decrease of haemolysis while 
streptomycin-resistant strains produced larger haemolytic 
zones than the controls. Coagulase activity is present 
in non-resistant strains and resistant variants, but 
penicillin-resistant variants form clot much more slowly 
in 1 : 5 plasma dilution than do controls. Streptomycin. 
resistant variants showed “an increased activity” of 


_coagulase. Liquefaction of gelatin was slowed up in 


penicillin-resistant variants, while the behaviour of 
streptomycin-resistant. variants was not uniform. Three 


out of 8 penicillin-resistant strains had lost the capacity _ 


to ferment mannitol. Penicillin-resistant variants are 
subject to more rapid autolysis than are either non- 
resistant strains or streptomycin-resistant variants. 

No clear-cut differences were found in phagocytosis of 
non-resistant strains and in variants resistant to either 
antibiotic. Virulence tests in mice injected intraperitone- 
ally with 16-hour broth cuitures in mucin did not reveal 
any difference in virulence of normal and resistant strains, 

K. S. Zinnemann 


1056. The Protective Effect of Sodium Chloride Against 
Thermal Destruction of the Phage-forming Mechanism in 
Staphylococci 

J. Fonc. Journal of General Physiology gen. Physiol.) 
31, 473-476, July 20, 1948. 6 refs. 


It has been previously shown that phage multiplication 
occurs within 6 minutes after adding to a phage-containing 
solution staphylococci “‘ activated ’’’ by 2 hours’ growth 
under optimum conditions in oxygenated broth at 36° C., 
washed, resuspended in Locke’s solution, and maintained 
for 2 hours at 5°C. This rapid increase does not occur 
where the added cells have been cultured for 16 to 18 hours 
on agar. 

Parallel tests were made on the “ K ”’ strain of staphy- 
lococcus which had been grown for 14 hours in tryptose 
phosphate broth at 36° C. in a water-bath (the culture 
being continuously agitated by mechanical shaker) and 
on an 18-hour culture which had not been so treated. 
Each culture was centrifuged and deposits were re 
suspended in sterile distilled water and in a molar solu- 
tion of sodium chloride. Samples of each preparation 
were taken; the preparations were then placed in a water- 
bath at 44° C. and further samples taken as soon as this 
temperature had been reached, and after maintenance at 
this temperature for 15 minutes. All samples were then 
added to a known concentration of the “ K ”’ phage, 
placed in an ice-water-bath for 30 minutes, titrated for 
phage, and viable bacterial counts performed. 

Results showed no significant change in the phage 


content of any of the “‘ non-activated ”’ cultures,-and only ; 


a slight decrease in the surviving bacteria after 15 minutes’ 
exposure to heat in the distilled water preparations. 
With “ activated” cultures, on the other hand, phage 
multiplied up to 16-fold in all unheated and the earlier 
44° C. specimens, but in watery preparations there was 4 
15- to 71-fold fall after 15 minutes at 44° C., the phage 
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content falling slightly below that observed in the 
“ non-activated ’’ cultures. This fall was associated with 
a marked fall in the viable count, survivors numbering 
only 1 to 3-5% of the original bacterial content. In the 
saline preparations held at 44° C. for 15 minutes a fall in 
either phage concentration or count of viable bacteria 
did not occur. It is concluded that molar sodium 
chloride protects activated cells against thermal destruc- 
tion and preserves their 

[The author’s explanation of the results observed 
appears to be based on a conception of bacteriophage as 
lytic substance rather than as virus, since he speaks of 
the “ activat ” organism containing a phage “ pre- 
cursor ’’, but an explanation of the findings may depend 
upon “ activated ’’ organisms being in the logarithmic 
phase, compared with the older cultures; failure of rapid 


phage multiplication on these organisms after heating at - 


44° C. would then be due to their extensive destruction 
at 44°C. after 15 minutes owing to the greater heat- 
sensitivity of organisms in the logarithmic phase. The 
abolition by iodoacetate and methylene blue of the 
capacity of the “‘ activated ’’ organism to increase phage, 
also reported, might also perhaps be due to an effect of 
these agents in inducing a lag. G. T. L. Archer 


1057. The Incidence of Pathogenic Staphylococci in the 
Throat, with Special Reference to Glandular Fever 

A.C. P. CAMPBELL. Journal of Pathology and Bacterio- 
logy [J. Path. Bact.] 60, 157-169, April, 1948. 22 refs. 


The author examined, microscopically for Vincent’s 
organisms and culturally on horse-blood agar plates, 
148 throat swabs from 66 consecutive sporadic cases of 
glandular fever, tonsils removed from 36 cases of chronic 
tonsillitis, throat swabs from 31 of the latter just before 
tonsillectomy, 597 swabs from 469 consecutive cases of 
pharyngitis, and swabs from 194 healthy throats (including 
36 from patients with burns, most of whom had a staphy- 
lococcal infection of the burnt areas). The number of 


-coagulase-positive staphylococci was recorded as +, 


++, or +++, growths of less than 6 colonies per half- 
plate being considered negative; for haemolytic strepto- 
cocci and Vincent’s organisms only ++ or +++ 
growths were regarded as significant. 

The diagnosis of glandular fever was usually suggested 
clinically but in 14 of the cases was first considered on 
the finding of a staphylococcus-positive throat swab. 
The diagnosis was confirmed by the demonstration of 
heterophil antibody (usually by Barrett’s method), a 
titre of 1 in 320 or more being reached in 49 of 66 cases, 
and by a differential leucocyte count, 54 of 61 patients 
having a mononucleosis of 50% or over. 

Positive results for staphylococci were found in 35 
(53°) cases of glandular fever, in 19 (52-8%) of the excised 
tonsils, in 6 (19-4%%) swabs from these tonsils before 
removal, in 55 (11-7%) cases of pharyngitis due to other 
causes (37 of these 55 were tested and found negative to 
the Barrett test), in 7 (4-4%) of the healthy throats other 
than those of patients with burns, and in 6 (16-7%) of 
the cases of burns. When allowance was made for 
possible errors of selection due to multiple swabs and for 
the 14 cases of glandular fever investigated because they 


phage-augmenting ” property. . 


were swab-positive, the incidence of staphylococci in 
the throats was 2-5 times greater in glandular fever than 
in pharyngitis due to other causes. 

Nasal swabs were also taken from 173 of those whose 


‘throats were swabbed, including 40 patients with glandular 


fever. From the nose coagulase-negative staphylococci 
were found almost as frequently as coagulase-positive 
strains, whereas in the throat coagulase-negative strains 
were rare in all groups examined. While there was an 
over-all correlation between the incidences of pathogenic 
staphylococci in the nose and in the throat, the incidence 
in the nose is not significantly higher in glandular fever 
than in the control groups. The incidence in nasal swabs 
in the whole series was 37%, and is similar to that found 
by other workers. 

Thus “‘ it would appear that the pharyngeal inflamma- 
tion in glandular fever may specifically prepare the soil 
for staphylococcal settlement”. Hence presence of 
staphylococci in considerable numbers in cultures may 
suggest the diagnosis, while an estimation of serum 
staphylococcal antitoxin in such cases suggests that a 
true staphylococcal secondary infection may occur. 

_G. T. L. Archer 


1058. Urease and Other Biochemical Reactions of the 
Proteus Group 

G. T. Cook. Journal of Pathology and Bacteriology {J. 
Path. Bact.| 60, 171-181, April, 1948. 21 refs. 


The biochemical basis of subdivision of the Proteus 
group is discussed and the following classification is 
suggested : 


Proteus Group 


‘Urease 
= Gelatin — 
| c+ Indo | 
Indole + Indole — 
Maltose + a Maltose— 
| 
+ HS + 
P. vulgaris mirabilis P. morgani P. rettgeri 


(X19 and X2 strains resemble P. vulgaris, and XK strains 
resemble P. mirabilis biochemically.) 


All these strains can utilize tetrathionate broth, 
selenite F medium, and desoxycholate citrate agar, though 
P. morgani grows in the first two less well than the others. 
Hence their early recognition is necessary, and this may 
present difficulty in the absence of swarming. With this 


end in view the urease activity of 120 strains isolated from 
faeces and comprising 14 vulgaris, 86 mirabilis, 9 morgani, 
and 11 rettgeri strains (33 were non-spreading including 
all the rettgeri strains, which produced yellow coloured 
colonies on desoxycholate-citrate agar), and65 paracolon 
strains, was investigated. Two media of pH 6-8 to 7-0 
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were used, phenol red was included as an indicator of 
the increased alkalinity produced by the liberation of 
ammonia from the urea, and each contained 2% urea 
added as a 20% Seitz-sterilized solution. Medium A 
contained 9-1 g. KH,PO,, 9°5 g. NagHPO,, and 0-1 g. 
** difco ”’ yeast extract per litre, while medium B contained 
only 2 g. KH,PO, with 1 g. “ difco bacto-peptone ”’, 
5 g. NaCl, and 1 g. glucose per litre. All the Proteus 


strains gave a positive reaction for urease on both media: - 


8 of the paracolon strains, which were also citrate- 
positive, were urease-positive on medium B only, the 
remainder being negative on both media. Though 
medium A is the more selective for Proteus strains, 
medium B is more useful for early differentiation from 
salmonella or shigella, as a positive urease result is 
rapidly obtained. G. T. L. Archer 


1059. Observations on the Effect of Penicillin on the 
Reaction Between Phage and Staphylococci 

A. P. KRUEGER, T. COHN, P. N. Smit, and C. D. 
McGuire. Journal of General Physiology [J. gen. 
Physiol.] 31, 477-488, July 20, 1948. 9 figs., 6 refs. 


The effect of varying concentrations of penicillin and 
phage on the rapidity of lysis was observed on actively 
growing cultures of staphylococci in tryptose phosphate 
broth agitated at 36° C. in a water-bath. The criterion 
of half-lysis was used, this being usually determined by 
visual comparison with formalinized broth suspensions. 

Bacterial counts were also performed by the Klett- 
Summerson colorimeter and by direct counting. Viable 
counts were made on the surface of tryptose agar plates. 


Tests were carried out with 5 ml. of bacteria (10° per ml.), | 


1 ml. phage, 1 ml. penicillin, and 3 ml. broth. These 
were placed in the 36° C. water-bath and mechanically 
shaken. Turbidity readings were taken every 12 minutes 
and the time required to reduce the bacterial content to 
one-half was determined. Results are shown in tables 
and graphs. 

Minimal effective penicillin content was 0-01 unit per 
ml. This was ineffective alone over a 5-hour period, but 
rendered the lysis produced by 1 x 10° plaques per ml. 
demonstrably effective in 5-1 hours, though this con- 
centration of phage alone was ineffective. The time 
required by 1 x 10’ and 1 x 108 plaques to produce lysis 
was reduced by this concentration of penicillin; 1 10* 
plaques produced a maximal rate of lysis which was not 
enhanced by penicillin. Penicillin lysis itself is most 
rapid at 0-1 unit per ml., and the rate is little enhanced 
by the lower concentrations of phage up to a million 
plaques, but with 10 million and 100 million plaques a 
rate of lysis considerably faster than that found with 
either penicillin or phage alone was achieved. Further 
concentrations of penicillin increased rather than 
diminished the time of lysis when used alone or with 
lower concentrations of phage. The speed of lysis by 
phage can also be accelerated by prior treatment with 
penicillin for one hour, and subsequent resuspension in 
penicillin-free phage suspension. Controls resuspended 
in broth were not lysed (showing an absence of effective 
penicillin carried over from the original mixtures). 

Plaque counts at brief intervals showed that with a 


ratio of phage/bacteria in the region of unity, there is a 
considerable early fall in phage content followed by a 
rise, which may, however, fail to reach the origina] 
concentration. Low ratios of phage to bacteria caused 
a rapid 25- to 30-fold multiplication after a short lag, 
Higher phage/bacteria ratios caused a continuous fall in 
phage content. 
absence of detectable bacterial multiplication. Bacterial 
counts showed an early increase in the presence of a 
lower concentration of phage and penicillin, but a con- 
tinuous fall where concentration of one or both of these 
reagents was higher. A more rapid fall in the direct 
count as opposed to the figure given by photo-electric 
determination may be accounted for by the swelling of the 
organisms which occurs in the presence of phage-penicillin 
mixtures. 

In broth preparations phage content falls somewhat 
after multiplication. This fall is not observed in pre- 
parations in Locke’s solution. G. T. L. Archer 


1060. The Haemagglutinin of Haemophilus pertussis, 
I. Haemagglutinin as a Protective Antigen in Experi- 
mental Murine Pertussis 

E. V. KeoGH and E. A. NortH. Australian Journal of 
Experimental Biology and Medical Science [Aust. J. exp. 
Biol. med. Sci.] 26, 315-322, July, 1948. 9 refs. 


Erythrocytes of various species are regularly aggluti- 
nated by saline suspensions of Haemophilus pertussis and 
also by the cell-free supernatant fluid of centrifuged 
broth cultures of this organism. This haemagglutination 
can be neutralized by pertussis antiserum. The authors 
prove experimentally in mice that H. pertussis strains of 
maximal virulence also have the highest haemagglutinin 
content, that vaccines prepared from strains rich in 
haemagglutinin have better immunizing properties than 
those from strains with a low haemagglutinin content, 
that soluble pertussis haemagglutinin gives as efficient a 
protection against intranasal infection with H. pertussis 
as does a fresh vaccine, and finally that the protective 
power of H. pertussis antisera does not depend on the 
titre of bacterial agglutinins but is directly related to the 
content of anti-haemagglutinins. [Experimental details 
should be read in the original paper.] 

Phase I strains were used and the nutrient media em- 
ployed were either the Bordet—Gengou 30% defibrinated 
horse-blood medium or the Cohen and Wheeler modi- 
fication of Hornibrook’s casein-digest broth. Haem- 
agglutinating suspensions of H. pertussis consisted of 


emulsions in saline of overnight cultures on Bordet- . 


Gengou medium with addition of 0-01% cysteine hydro- 
chloride, neutralized with sodium hydroxide; the density 
was adjusted to 10,000 million organisms per ml. 
Haemagglutinating supernatants were prepared from 3 
to 5 day cultures in casein-digest broth by centrifuging 
for 30 to 60 minutes in an angle centrifuge until all organ- 
isms had been deposited. Before drying from the frozen 
state 0-3% of formalin was added to the supernatants. 
Haemagglutinin titres were determined by adding one 
drop of a 5% saline suspension of washed fowl or human 
erythrocytes to ten drops of doubling dilutions of H. 
pertussis suspensions or supernatants. The tubes were 


Phage production was noted in the 
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allowed to stand either at room or at incubator tempera- 
ture (37° C.) for 30 minutes to 2 hours and end-points 
were read according to the patterns of the sedimented 
cells, as usual in virus-haemagglutination techniques. 
For the titration of the anti-haemagglutinin content of 
jmmune sera a reference standard serum of high anti- 
haemagglutinin titre from a human convalescent patient 
was used. One ml. of this serum was taken as con- 
taining 100 anti-haemagglutinin units and the strengths 
of other sera were expressed in such units, by comparison 
of their titres with that of the standard serum. Graded 
dilutions of sera were titrated against a fixed dose of 
soluble haemagglutinin of 8 minimal haemagglutinating 
doses. One drop of 5% washed erythrocytes was added 
to 5 drops of the serum dilutions before or after adding 
§ drops of haemagglutinin. Mice were infected intra- 
nasally by the method of Burnett and Timmins (Brit. 
J. exp. Path., 1937, 18, 83). : 
[These findings are important in view of the contra- 
dictory results of immunization against whooping-cough 
reported from U.S.A. and Britain. If confirmed, the 
findings may go a long way towards explaining the 
apparent discrepancies. ]} K. S. Zinnemann 


1061. A Comparative Study of Tellurite Plating Media 
for Corynebacterium diphtheriae 

M. FRoBISHER, E. I. PARSONS, E. L. YEATES, and K. L. 
Gay. American Journal of Hygiene [Amer. J. Hyg.) 48, 
1-5, July, 1948. 6 refs. 


In the Johns Hopkins School of Hygiene and Public 
Health, Baltimore, comparative tests were carried out on 
seven standard media used in the inoculation of Coryne- 
bacterium diphtheriae. The media were: (a) blood 
cystine tellurite, (b) Mueller tellurite serum, (c) Kellogg 
and Wende tellurite blood, (d) “ bacto-tellurite (e) 
trypticase serum tellurite, ( f) “* bacto-proteose ”’, and (g) 
an unheated modification of medium (c). Routine throat 
cultures were plated on the media and the percentage of 
isolations noted. The media containing whole blood 
(a, c, d, and g) were more inhibitory to the normal throat 
flora and gave colonies of C. diphtheriae which were larger 
and more easily recognized. The highest percentage of 
isolations was obtained with media a, c, and g; media 
containing serum were almost as effective. D. J. Bauer 


1062. Function and Arrangement of Bacterial Flagella 
T. Y. K. Bottyes. Journal of Pathology and Bacteriology 
(J. Path. Bact.) 60, 275-287, April, 1948. 42 figs., 
23 refs. 


Pijper has suggested that bacterial flagella are only 
shreds of the capsule which have been torn off and trail 
behind as the organism progresses by a spiral movement 
of its curved body. In the present paper the author, by 


comparison and observation, refutes this idea. 

He studied in particular the motility of Spirillum 
Serpens, Proteus mirabilis, and Salmonella typhi. He 
believes that the flagella of Spirillum serpens cannot be 
dead structures since they turn, whip, and bend at a 
speed which could not be due to currents. Further, when 
the body of a spirillum becomes stranded the flagella are 


still capable of vigorous movement. Examination of 
P. mirabilis atid Salm. typhi showed that their motility 
was very similar in character, and by the indian ink 
method devised by Orskov the bacteria can be shown to — 


sweep small particles of ink to the rear. The author 


deals seriatim with eight arguments put forward by Pijper 
in favour of his hypothesis. [For a full appreciation the 
reader should read the original article and study the 
numerous photomicrographs and electron-photomicro- 
graphs. ] 

In the final section, the author considers whether the 
type of flagellation should be regarded as an important 
characteristic for bacterial toxonomy. He points out 
that to demonstrate flagella it is necessary to master the 
technique of a suitable staining method and to under- 
stand the factors which affect its use. He believes that 
there is no reason to suppose that peritrichous flagella 
as demonstrated by flagellar staining are artefacts; hence 
the distinction between peritrichous and polar flagella 
may still be considered a characteristic of value. : 

J. Smith 


1063. Infection of Chick and Duck Embryos with 
Tubercle Bacilli 

A. H. EGGertH, E. DresHer, and V. C. MCOSKER. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
57, 632-639, June, 1948. 1 fig., 12 refs. 


In these studies, chick and duck embryos were inocu- 
lated with certain strains of tubercle bacilli. Inocula- 
tions were made on the chorio-allantoic membrane, into 
the amniotic sac, or into the yolk-sac. After incubation 
of the infected eggs (for 19 to 20 days for chick eggs or 
26 to 27 days for duck eggs) the membranes were removed 
and immersed in 1% phenol for 24 hours, and subse- 
quently examined for tubercles. The membranes are 
most susceptible to infection on the sixth or seventh’day 
of incubation. Embryos of 3, 4, and 5 days’ development 
are slightly less susceptible, and from the ninth day 
onwards resistance to infection is considerably greater 
than on the eighth day. The corresponding age in duck 
embryos is 10 days. There is no advantage in using 
duck embryos except when the inoculation is made into 
the amniotic cavity. Chick passage of one strain of 
Mycobacterium tuberculosis increased its virulence for 
the chick embryo. By the use of suitable embryos and 
small doses, difference in virulence between strains 
(recently isolated human strains, Rl, B.C.G.) can be 
clearly demonstrated. These differences are obscured 
when large infecting doses and older embryos are used. 

L. E. Houghton 


1064. Effect of Benadryl Hydrochloride on the Tuberculin 
Reaction in Guinea Pigs 

R. W. SARBER. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 57, 504-510, May, 1948. 10 refs. 


The effect of “‘ benadryl ’’ on the tuberculin reaction 
was studied by tuberculin-testing sensitized guinea-pigs 
before and after benadryl administration. 

The tuberculous guinea-pigs received tuberculin 
intradermally in “ threshold’’ doses, purified protein 
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derivative 0-00002 mg., 0:0005 mg., and 0-005 mg., or 
old tuberculin 1 in 100, 1 in 1,000, and 1 in 10,000, and 
the skin reaction was read on the basis of extent of reac- 
tion in millimetres after 24 and 48 hours. Forty-eight 
or 72 hours later a course of benadryl was started (as a 
1% aqueous solution subcutaneously, at the rate of 50 mg. 
benadryl per kilo body weight in two divided doses each 
day) and was continued for 4 days, that is, carried through 
the second tuberculin-testing period. Some animals 
were retained without benadryl as a control on the in- 
tensity and regularity of the tuberculin reaction. Forty- 
eight hours after the initiation of benadryl administration, 
test animals and controls were again tuberculin-tested 
with the same amount of tuberculin as before. 

It was found that with the doses employed, benadryl 
reduced the skin reaction to tuberculin and markedly 
reduced the incidence of necrosis. When threshold 
amounts of tuberculin were used, benadryl suppressed 
many reactions at 24 hours, and most reactions failed 
to appear after 48 hours. The author suggests that, 
because most tuberculin tests start with threshold doses 


of tuberculin, it is important to determine whether the | 


individual being tested is receiving any antihistamine 
compound at the time. T. D. M. Martin 


1065. Action of p-Aminobenzoic Acid as a Growth Factor 
for Pathogenic Micro-organisms. (Ober die Wirkung 
der Para-Aminobenzoesdure als Wachstumsfaktor bei 
pathogenen Mikroorganismen) 

F. W. Brauss. Zeitschrift fur Hygiene und Infektions- 
krankheiten [Z. Hyg. InfektKr.] 127, 647-675, April 1, 
1948. _17 figs. 


A review of the literature is supplemented by a detailed 
account -of the author’s own experiments. Exhaustive 
tests were made to ascertain the effect of p-aminobenzoic 
acid on the growth in various culture media of typhoid 
and paratyphoid organisms, different types of dysentery 
and paradysentery bacilli, coli organisms, and _various 
cocci. A study was also made of the effect exerted by 
p-aminobenzoic acid on gas and acid formation in 
cultures; its effect on virulence, agglutination, and 
bacterial antagonism; and its influence on the severity 
and course of several infections. A parallel study was 
made of the antagonism between p-aminobenzoic acid 
and the sulphonamide group of drugs. The addition of 
p-aminobenzoic acid enhanced the growth of Salmonella 
paratyphi B and Shigella flexneri and sonnei, but had 
no effect on Salm. typhi and Sh. shigae. Streptococci, 
gonococci, gas-gangrene organisms, and pneumococci 
were stimulated by p-aminobenzoic acid. Gas formation 
in sugar-containing media was enhanced by the addition 
of the acid to Salm. paratyphi B, but the effect on the coli 
group was inconsiderable. Similar results in the same 
two groups of organisms were found as regards acid 
formation in culture media. The virulence of pneumo- 
cocci, streptococci, and gas-gangrene organisms was 
enhanced by the acid; some organisms gave higher 
agglutination titres under the influence of the acid. The 
experiments with sulphonamides showed that their 
inhibiting effect on pathogenic micro-organisms run 
parallel with the requirements in p-aminobenzoic acid 


of each organism, that is, the greater the requirement the 
more apparent the injurious effect of the sulphonamides, 
H. P. Fox 
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1066. The Reactivity of Various Human Sera with 
Mumps Complement Fixation Antigens 

G. HENLE, S. HARRIS, and W. HENLE. Journal of Experi- 
mental Medicine [J. exp. Med.] 88, 133-147, July, 1948, 
3 figs., 17 refs. © 


Allantoic fluids from chick embryos infected with 
mumps virus contain two antigens capable of fixing com- 
plement, one, (V), bound to the virus particle and a 
second, (S), a soluble antigen mainly free in the infected 
tissues. Human sera have been examined by comple- 
ment fixation for V and S antibody at various times after 
mumps infection. Antibodies to S appear early in 
mumps infection and rise to high titres before antibodies 
to V appear. In convalescence both V and S antibodies 
occur in high titre; subsequently S antibody decreases 
faster than antibody to V, until, after years, V antibody 
only may be demonstrable. Use of both S and V antigens 
in complement-fixation tests has made it possible to 
diagnose mumps in the absence of parotitis—for 
example in meningoencephalitis—as a high S/V antibody 
ratio is considered diagnostic of mumps infection in the 
first few days. V antibody appears more important in 
resistance to mumps. Vaccination or skin testing with 
mumps virus leads to the development of both S and V 
antibodies, usually with a high V/S ratio. 

C. L. Oakley 


1067. The Components of the Tubercle Bacillus Respon- 
sible for the Delayed Type of “* Infectious ’’ Allergy 

S. RAFFeL. Journal of Infectious Diseases [J. infect. Dis.} 
82, 267-293, May-June, 1948. 13 figs., 45 refs. 


The type of hypersensitivity developed by human 
beings and animals suffering from tuberculous infection 
is sharply distinguished from the usual forms of allergy 
to proteins. Allergy in tuberculosis is mainly directed 
against tuberculin, and, whereas in common forms of 
allergy skin or general reactions appear almost im- 
mediately, there is a lag period of many hours in tuber- 
culous and related types of infectious allergy. It has 
been known for some time that a protein from the tubercle 
bacillus—tuberculoprotein—is highly antigenic but is 
incapable of producing “ delayed allergy’. Up to the 
present the latter has depended on immunization with 
whole bacilli, alive or killed. 

The author succeeded in producing “ delayed allergy ” 
to tuberculin in guinea-pigs by sensitizing the animals 
with two constituents of the tubercle bacillus—tuberculo- 
protein and a lipid fraction named “ purified wax”. 
The latter consists of an ester of polysaccharide and 
higher alcohols with hydroxy fatty acids. The author 
postulates that tuberculoprotein provides the antigenic 
stimulus, while “ purified wax” directs this stimulus 
towards a cellular rather than a humoral response. The 
cellular response has been shown to be a primary factor 
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in establishing ‘‘ delayed allergy’, while humoral anti- 
bodies, circulating freely in the blood, are responsible 
for the more common antigen-antibody reactions, 
including that of common anaphylaxis. 

Evidence for the author’s view is produced in careful 
experimental series, each controlled by comparison with 
similar reactions in guinea-pigs infected with virulent 
tubercle bacilli, immunized with B.C.G. vaccine, with 
heat-killed tubercle bacillus vaccine, and with tuberculo- 
protein vaccine. Jn this way were tested cutaneous 
sensitivity to ** old tuberculin ’’, as demonstrated by the 
Mantoux type of test; systemic sensitivity resulting often 
in delayed anaphylactic death as demonstrated by the 
Koch phenomenon; by observing the reaction of bone- 


marrow tissue cultures from immunized guinea-pigs to— 


“old tuberculin’; by the absence of humoral antibody 
response as demonstrated in complement-fixation tests; 
and finally by inability to transfer to normal guinea-pigs 
the delayed type of hypersensitivity induced by wax- 
protein by means of serum from immunized guinea-pigs. 
It was proved, furthermore, that “ purified wax ’’ does 
not act as an antigenic “‘ adjuvant’’, for paraffin oil 
or water-in-oil emulsions of tuberculoprotein do not 
produce the delayed type of hypersensitivity, nor do 
other lipids of the tubercle bacillus known as soft wax 
and phosphatide. 

[The original should be consulted for details of the 


techniques involved and of the mass of evidence produced, 
as the article is too comprehensive to permit of complete 


abstracting. ] K. S. Zinnemann 


1068. Agglutination of Coliform Bacilli by Normal Rabbit 
Serum 

A. H. EMsuie-SmitH. Journal of Pathology and Bacterio- 
logy (J. Path. Bact.] 60, 307-313, April, 1948. 15 refs. 


During a study of the antigens of the members of the 
paracolon group of bacilli certain dysentery antisera were 
found to contain agglutinins which could not be removed 
by absorption with various homologous dysentery 
organisms. Subsequently it was found that normal 
rabbit antisera may contain agglutinins in high titre for 
these paracolon organisms and also for many members 
of the coliform group. The author has examined the 
agglutinin content of two such rabbit sera by a series of 
absorption tests, using eight strains of coliform organisms, 
and then testing the absorbed sera against each agglutin- 
able suspension in turn. He has produced evidence to 
show that in one rabbit serum probably 8, and in another, 
7, different agglutinins could be demonstrated, and that 


‘these could not be removed by simply absorbing the sera 


with « strains of coliform bacilli. J. Smith 
1069. The Antigen—Antibody Reaction with Type A 
Botulinal Toxin ‘ 

C. LAMANNA and B. W. Doak. Journal of Immunology 


_ [U. Immunol.] 59, 231-247, July, 1948. 2 figs., 18 refs. 


Crystalline type A botulinus toxin stimulates the pro- 
duction of neutralizing antitoxin in animals, actively 
Sensitizes them, and ‘flocculates with the antibody 
Produced. If toxin is flocculated with immune rabbit 


negative results were obtained. 


or horse sera, and the supernatants are examined for 
free toxin or antitoxin by flocculation, it is found that 
flocculation is inhibited in the zone of antibody excess, 
even sometimes as far as the neutral point; with neither 
horse nor rabbit sera is flocculation inhibited in the zone. 
of antigen excess. Toxoid flocculates in much the same 
way as toxin. The relationship between the antigen 
added (x) and the ratio (y) between antibody and antigen 
in precipitates from systems flocculating in the zones of. 
equivalence and antibody excess is not linear; it is best 
expressed by the equation log x=py+gq, where p and q 
are constants. 

Both toxin and toxoid form complexes with some but 
not all proteins. Under suitable conditions, complexes 
are formed with some of the constituents of serum from 


_ horse, leopard, frog, fowl, mouse, rabbit, guinea-pig, 


sheep, dog, rhesus monkey, and man, and with pepsin; 
results were equivocal with catfish and rat serum, 
negative with lactoglobulin. The compounds are 
relatively insoluble at 0°C., but dissolve readily at 
37° C.; they are formed with proteins of the same 
electric charge as the toxin, and are presumably preci- 
pitated because their solubility characteristics differ 
from those of their components. The toxin in the 
precipitate is not neutralized (only 10% of the precipitate 
is toxin), and all the toxin can readily be recovered from 
precipitate and supernatant. C. L. Oakley 


1070. Anaphylaxis. XVIII: Studies on Passive Sensitiza- 
tion of the Dog 

N. P. SHERwoop, O. O. STOLAND, J. S. Kirk, and 
D. J. TENNENBERG. Journal of Immunology [J. Immunol.] 
59, 279-284, July, 1948. 14 refs. 


Injection of homologous immune serum into dogs 


renders the recipient passively sensitive without any | 


latent: period. The variation in persistence of passive 
sensitization is ascribed to variations in the rate of 
elimination of homologous immune serum or possibly 
to a genetic factor. The minimum sensitizing dose of 
dog anti-horse-serum antibody can therefore be deter- 
mined by injecting a constant quantity of antigen (horse 
serum) and at the same time varying quantities of 
immune serum. One dog which had received a full 
dose was not protected against anaphylactic shock. 
C. L. Oakley 


1071. Variations in Brucella Agglutination Reactions in 
Different Laboratories 

J. F. Griccs and L. W. Case. American Journal of 
Clinical Pathology {Amer. J. clin. Path.| 18, 506-508, June, 
1948. 2 refs. 


A series of 215 sera was tested in from 2 to 4 different 
laboratories, different antigens being used. Sixty-four 
(30%) were reported as negative by 1 laboratory and 
positive by another; 19 were reported as positive by all 
laboratories and 132 (60%) as negative by all laboratories. 
Examination of the titres recorded showed that the 
sensitivity of some of the antigens was low, so that false 
D. J. Bauer 
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1072. Temperature Recording in Sick Children 


A. Moncrierr and B. J. Hussey. British Medical 


Journal [Brit. med. J.| 2, 972-973, Dec. 4, 1948. 2 figs., 
3 refs. 


From 400 observations on°32 children in a children’s 
hospital the following conclusions are drawn about the 
use of the ordinary “ half-minute ” clinical thermometer: 
(1) the rectal temperature is the highest—about 1° F. 
(0-55° C.) higher than in the groin, 0-2° F. (0-11° C.) 
higher than the buccal, and 1-3° F. (0-72° C.) higher than 
the axillary; (2) the axillary temperature is the lowest— 
about 0-4°F. (0:22°C.) lower than the groin, and 
considerably lower than the buccal or rectal; (3) the 
average “ half-minute ’’ thermometer does not attain a 
maximum reading for at least 5 minutes when placed 
in axilla or groin. It is concluded that each child should 
have its own thermometer, and that temperatures should 
be recorded in the rectum, certainly in the first year and 
probably up to about 5 years of age, after which the 
buccal site is convenient. Douglas Gairdner 


1073. Choline in the Treatment of Toxicoses of Infancy. 
(La colina nel trattamento della tossicosi del lattante) 
A. GENTILI and W. TANGHERONI. Rivista di Clinica 
Pediatrica [Riv. clin. pediat.] 46, 487-508, Aug., 1948. 
16 refs. 


Various authors have turned their attention to the 
fundamental factors in the production of toxicosis, 
particularly fluid loss and acidosis, in infants. Some 
have stated that dehydration produces the condition, 
while others have found the reverse. All, however, 
agree that the liver is always affected, either by cloudy 
swelling or fatty changes. Clinically there are some 
cases in which both fluid loss and toxaemia occur, while 
in others toxaemia dominates the picture. In others 
the condition runs a fatal course in 24 to 48 hours, and 
there may be an absence of diarrhoea, even although there 
is vomiting, while coma occurs early. Treatment is 
usually directed to dealing with the symptoms—dehydra- 
tion, acidosis, or infection—and most workers have 
described the various types of solutions to be given in the 
different forms of chemical imbalance that arise. Little 
work has been directed to treating the liver itself, and 
the author feels that this is the fundamental problem. 

Choline, methionine, and like substances prevent or 
diminish fat accumulation in the liver. Choline acts by 
combining with fatty acids to form phospholipids, and 
animal experiment has shown that it will remove fats 
from the liver in animals fed on diets which produce a 
fatty liver. In adults encouraging results have been 


obtained in liver disease. The authors treated 25 babies, 
aged from 3 weeks to 14 months, with a daily dose of 
choline varying from 40 to 200 mg., given in individual 
doses of 40, 60, or 100 mg., for a minimum of 2 days and 
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a maximum of 10 days. Choline chloride was used and 
there were no toxic effects. The routine treatment of 
the condition was also carried out. The toxic signs, as 
distinct from the signs due to dehydration, seemed to 
disappear more rapidly than usual, particularly the 
nervous signs and the vomiting. [It is difficult to under- 
stand this statement, since it is usually taught that the 
two conditions are associated. There are no controls in 


the series, and no statistical evidence is given of the value 


of the treatment.] J. G. Jamieson 


1074. Hyaluronidase in Fluid Administration. A Pre- 
liminary Report 
J. SCHWARTZMAN, A. T. HENDERSON, and W. E. Kina. 
Journal of Pediatrics {J. Pediat.] 33, 267-273, Sept., 
1948. 23 refs. 


Hyaluronidase was given to dehydrated babies to 
facilitate fluid absorption by the parenteral route. It is 
a mucolytic enzyme, acting on hyaluronic acid, which is 
the gel present in connective tissue forming a tissue 
barrier to fluid absorption. Preliminary trials did not 
reveal any harmful effects of hyaluronidase on children 
or adults. The optimum dilution was assessed by 
measuring the absorption time in healthy volunteer 
controls and in a group of infants after intradermal 
injection of varying concentrations. There were no 
toxic effects and pain at the site of injection of parenteral 
fluids was diminished, but sensitivity reactions, shown by 
intradermal tests, occurred in 10% of controls. 

Ten cases were then treated, either with continuously 
or intermittently administered subcutaneous Ringer’s or 
Hartmann’s solution or glucose-saline solution. Absorp- 
tion was rapid and pain only slight. In 2 patients 
the needles were left in for 5 days, but 3 days seemed 
to be the safe maximum. Intradermal sensitivity was 
tested before administration of the drug. The authors 
consider that any sensitivity may well be due to impurity, 
since a pure sample of the enzyme was never obtained. 
There was no significant difference in absorption rate 
between healthy and ill patients. J. G. Jamieson 


1075. The Response of Young Infants to Ingestion of 
Ammonium Chloride 
H. H. Gorpon, H. McNamara, and H. R. BENJAMIN. 
Pediatrics [Pediatrics] 2, 290-302, Sept., 1948. 7 figs., 
bibliography. 


This study was prompted by the observation of the 
great susceptibility of young infants to acid intoxication. 
The authors wished to discover whether this was greater 
in premature than in full-term infants, and whether it 
was due to diminished renal tubular function. Three 
premature and 3 full-term infants aged between 11 and 
122 days were given fairly large doses of ammonium 
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chloride. The urine was analysed for ammonia, chloride, 
sodium, potassium, and phosphorus, and the serum for 
carbon-monoxide content, chloride, and protein. Only 
the 2 smallest premature infants showed clinical evidence 
of acidosis, suggesting that premature infants are more 
prone to this condition than those born at full term. 
However, both these infants put on weight during the 
investigation, serum-chloride level was normal, and the 
changes in carbon-dioxide concentration were the same 
as for the other 4 children. The third premature 
infant, without clinical signs, showed haemoconcentra- 
tion. These apparent inconsistencies, which suggest 
internal shifts of fluid, call for additional measurements, 
such as the pH of serum and intracellular electrolyte con- 
centration. Only one infant showed both clinical 
acidosis and diminished renal tubular function, as evi- 
denced by failure to produce adequate ammonia. The 
authors conclude that renal disability with respect to 
sodium conservation is not the whole explanation for the 
ey of small infants to acid intoxication. 
Marianna Clark 


1076. Treatment of Infantile Diarrhea with Streptomycin 
and an Oral Amigen Mixture - 

E. Goettscn, G. CosLey, and M. MuLLoy. Pediatrics 
[Pediatrics] 2, 1-20, July, 1948. 5 figs., 60 refs. 


Two outbreaks of infantile diarrhoea, one in 1945 and 
one in 1947, occurring in the Children’s Hospital, Los 
Angeles, are described. In 1945, out of 101 infants in- 
volved 41 had diarrhoea; 4 patients were admitted with 
the disease and 37 contracted it in the ward. Fifteen 
were critically ill, 12 acutely ill, and 14 moderately ill. 
The general plan of treatment in the critically ill patients 
was replacement of electrolyte loss by constant intra- 
venous infusion of physiological saline, one-sixth molar 
sodium lactate solution, and parenteral “ amigen ° ’ solu- 
tion. Plasma and blood transfusions were given when 
necessary, and sulphonamides and penicillin to combat 
infection. Bacteriological cultures are reported in 17 
cases. The stools investigated were all reported “* nega- 
tive”’. In the nasopharynx Bacterium coli was found in 
4 infants, streptococci in 2, Haemophilus influenzae in 3 
(once associated with pneumococcus type 33), and Staph- 
ylococcus aureus in 4. In the ear discharge Bact. coli was 
found in 4 infants and Staph. aureus in 5. In the cathe- 
ter specimen Bact. coli was found in 4 patients (once 
associated with streptococci) and an unclassified Gram- 
Negative organism in one. The ages of the patients 
ranged from 2 days to 15 months. 

In the autumn of 1947 all infants admitted to the 
Children’s Hospital with diarrhoea and those who 
developed the disease in the ward were housed in a 
separate isolation unit. Nurses and doctors who cared 
for the infants did not come in contact with other 
patients in the infant’s ward, and strict isolation was 
instituted. The infants with severe diarrhoea, vomiting, 
shock, and diminished urinary output were treated along 
the following lines. Immediately after admission they 
were given 100 to 200 ml. of saline intravenously to com- 
bat shock and stimulate circulation. A constant intra- 
venous drip was then established and plasma or blood 


might be given, depending on the degree of shock and on 
the haemoglobin tevel. Acidosis was corrected with 
intravenous one-sixth molar sodium lactate. Oral feed- 
ing with a special amigen mixture, designed to resemble 
skimmed milk, was started as soon as possible. Within 
12 to 24 hours after admission the infant was offered a 
single trial feed of the amigen mixture by mouth. When 


the stools improved in number, but long before the ~ 


cessation of watery stools, alternate feedings of amigen 
and “ nutramigen”’ were given to introduce a small 
amount of fat (2%). Since many of the infants had 
complicating infections it was usual to give them sul- 
phadiazine and penicillin on admission “until the 
bacteriological cultures indicated the etiologic organisms’’. 

In spite of the above regimen some of the infants did 
not progress satisfactorily; 17 of these infants received 
str2ptomycin. Sincethe bacterial cultures were thought 
to indicate systemic invasion by organisms of the 
colon group, the streptomycin was given both intra- 
muscularly and orally. The effective dose was 0:5 g. of 
streptomycin intramuscularly and 0-5 g. orally in the 24 
hours, administered in divided doses every 3 hours; the 
course lasted 7 to 10 days. The organisms found in 
these infants were: in the nasopharynx Bact. coli in 10 
infants, streptococci in 5, Staph. aureus in 2, pneumo- 
coccus type 3 in one, and H. influenzae inone. Coliforms 
were found in the urine in 9 patients, the stools being 
‘negative’. The response to streptomycin therapy was 
rapid: the temperature fell promptly and watery stools 
ceased within 24 to 48 hours. 

In 1943 and 1945 the corrected mortality in the hospital 
from infantile diarrhoea was 7%. During December, 
1946, and in 1947, 44 infants received streptomycin and 
the corrected mortality was zero; 36 infants did not 
receive streptomycin and the corrected mortality was 3%. 

[The response to streptomycin is attributed to the 
specific action of the drug on the Gram-negative organ- 
isms. It is doubtful if the 1947 results can be directly 
compared with previous years because the nursing and 
general tréatment of the infants was modified and the 
virulence of the causative organism may have varied. 
No account is taken of the fairly frequent occurrence of 
Staph. aureus and the possible aetiological role of its 
toxin.] F. A. Langley 


1077. * Infectious Croup. I. Etiology 
E. F. Rape. Pediatrics [Pediatrics] 2, 255-265, Sept., 
1948. 1 fig., 10 refs. 


This is the first of several articles dealing with infectious 
croup, which is defined as a disease of the upper respira- 
tory tract characterized by inflammation of the rhino- 
pharynx and downward spread leading to variable degrees 
of stenosis of the air passages due to oedema and aggra- 
vated by membrane formation. 

This article deals with the aetiology of the disease, and 
is based on the study of 347 patients admitted to the New 
Haven Hospital, Conn., from 1937 to 1946. The non- 
infective paediatric cases of the hospital were taken as 
controls and extensive bacteriological investigations were 
carried out on both groups. The clinical division of 
patients into those with laryngitis, laryngo-tracheitis, and 
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laryngo-tracheo-pneumonitis proved of prognostic but not 
aetiological significance. On the basis of bacteriological, 
clinical, and pathological findings the cases were classified 
as of diphtheritic croup (22 cases), Haemophilus influenzae 
croup (28 cases), and “ virus” or non-bacterial croup 
(297 cases). The bacteriological findings are discussed 
in detail. The validity of this classification on patho- 
logical and clinical grounds will be discussed in later 
papers. The agent which initiates the so-called virus 
croup is not determined. Marianna Clark 


1078. Infectious Croup. Il. “ Virus, = 
E. F. Rape. Pediatrics |Pediatrics]' 2, 415-427, Oct., 
1948. 2 figs., 23 refs. 


This is the second of several articles on infectious 
croup [for definition see Abstract 1077] and deals with 
the “ virus ” form of the disease. , The difference between 
the pathology of this form and that of croup due to 
Haemcphilus influenzae and the diphtheria bacillus is 
discussed, and its similarity to the pathology of virus 
influenza in man and virus laryngo-tracheitis in chickens 
is noted. 


The “ virus ’’ form was found to be commoner among — 


the 0- to 3-year age group than the other forms, and also 
commoner among boys than girls. Like influenzal 
croup, its seasonal incidence is highest in winter. Allergy 
is discussed, and rejected as an aetiological agent of 
“virus”? croup. The clinical course, treatment, and 
complications are then described. There is no specific 
treatment, but sulphonamides were given as a prophy- 
lactic measure against potential secondary pathogens. 
Tracheotomy was carried out in 12% of the “ virus” 
cases. The most serious complication was crusting of 
the secretions of the bronchial tree which was treated 
by endoscopy. An equally serious and even more 
common complication was the presence of some form of 
extra-alveolar air. The cause, treatment, and preven- 
tion of this are discussed. The disease has a good 
prognosis; only 8 of the 297 cases were fatal. The 
commonest cause of death was. respiratory embarrassment 
due to the two complications already mentioned. 

Marianna Clark 
1079. The Application of Oximetry and Cardiac Catheter- 
ization to the Diagnosis of Congenital Heart Disease 
H. B. BurcHEeLt. Journal of the Iowa State Medical 
Society [J. lowa med. Soc.] 38, 364-368, Aug., 1948. 
4 figs., 14 refs. 


The diagnosis of congenital ana disease vs the 
traditional methods is notoriously difficult. Apart from 
those cases with such typical features as the murmurs 
of a patent ductus arteriosus and the tremendous pulsa- 
tions of the hilar vessels in atrial septal defect, so-called 
pathognomonic signs are rare. The author describes 
the use of the cardiac catheter together with a photo- 
electric oximeter in the investigation of these cases. 
The oximeter permits recognition of degrees of unsatura- 
tion of arterial blood with oxygen which are insufficient 
to cause recognizable cyanosis. In Fallot’s tetralogy 
the degree of pulmonary stenosis may be estimated by 


the extent of the fall in arterial oxygen saturation during 
exercise. In the most severe cases this may fall as low 
as 20%. Those patients who cannot maintain an arterial 
saturation of at least 70% at complete rest are in a very 
precarious condition. 

Catheterization of,the heart involves accurate radio- 
logical studies of: (1) the position of the catheter tip, 
together with observations on (2) intracardiac pressure, 
and (3) variations in oxygen saturation of the blood in 
the various positions. Without all these it is impossible 
to decide the exact location of the catheter tip within the 
heart owing to the great deviations from normal pressures 
which may take place in the presence of complex con- 
genital defects. The oximeter may be used for rapid 
determination of oxygen saturation of any sample 
of blood withdrawn through the catheter. Pressures 
within the heart are recorded with sufficient accuracy for 
clinical purposes by means of strain-gauge manometers, 

The recognition of an atrial septal defect is one of the 
easiest examples of the use of this method.. Its presence 
may be determined by the ease of passage of the catheter 
through the defect into the left auricle or pulmonary 
veins, and also by the finding of arterialized blood in the 
right atrium. Similarly, arterialization of blood in the 
pulmonary artery is practically diagnostic of patent 
ductus arteriosus. High right intraventricular pressures 
with normal pulmonary artery pressures are always 
suggestive of pulmonary stenosis. The author points 
out that the calculations used by Bing for the assessment 
of pulmonary blood flow and other factors need further 
critical re-evaluation on account of various inaccuracies 
which may arise in the techniques used. He also points 
out that the clinical features of the various congenital 
lesions often permit of diagnosis with fair certainty, and 
cardiac catheterization is of most value in atypical cases. 
Angiocardiography is also of immense value in the study 
of such problem cases. J. McMichael 


1080. Basal Metabolism in Obesity in Children. (Stand- 
ardomsiattningen vid obesitas hos barn) 

H. MossperG. Nordisk Medicin [Nord. Med.| 39, 
1718-1720, Sept. 24, 1948. 2 figs., 7 refs. 


From 349 determinations of basal metabolic rate 
(B.M.R.) carried out on 319 obese children it is shown 
that the B.M.R. of the latter is higher than that of normal 
children of the same height or of the same age. When 
related to body surface, however, the B.M.R. of fat 
children is found to be on the low side, and when related 
to weight it is lower still. The pre-puberty acceleration 
of growth appears to occur early in fat children and the 
same applies to the reduction in the rate of fall of the 
B.M.R. which normally occurs at puberty. From the 
study of children who had been fat for less than one year, 
and whose muscles had not had time to increase appreci- 
ably in weight, it seems that the fatty tissue is not a 
passive substance but takes an active part in the body 
metabolism; in these cases the B.M.R. was the same as 
in the series as a whole. Thirty-two B.M.R. determina- 
tions were carried out on fat children given thyroid 
extract. The treatment caused a marked rise in 
metabolic rate. B. Nordin 
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ALLERGIC DISORDERS 


1081. A Follow-up Examination Concerning Specific 
Desensitization of Asthma Patients (Preliminary Report). 
[In English] 

E. HENRIKSEN. Acta Allergologica [Acta aallergol., 
Kbh.] 1, 204-210, 1948. 4refs. 


This is a preliminary report of a follow-up of 100 
asthmatic patients treated between 1943 and 1945 at the 
out-patient department of the Rigshospital in Copen- 
hagen. Desensitization was attempted with the supposed 
specific allergen or allergens in 91 of these patients, after 
performing skin tests. A classification is given of the 
different types of asthma, based on a thorough clinical 
examination. An analysis is made of the sex and age of 
patients, of those with family allergic histories, and of the 
specific allergens used for desensitization. Three years 
after treatment 59 still showed a remarkable improve- 
ment, though 16 of these claimed that other factors than 
desensitization were the cause of it. Of the 91 desen- 
sitized patients 53 had disagreeable reactions, while 3 died 
of status asthmaticus unrelated to treatment. 

A. W. Frankland 


1082. Histamine Derivatives with Prolonged Action 
G. E. ROCKWELL. Annals of Allergy [Ann. Allergy] 6, 
353-357 and 385, July—Aug., 1948. 10 refs. 


In this investigation 18 different histamine derivatives 


were synthesized. Their immediate histamine-like action 
when injected subcutaneously into guinea-pigs was 
observed, and the liberation of histamine in the body 
estimated. Some of the substances, particularly N- 
acetyl histamine, were tried clinically. This was given 
subcutaneously in doses of up to 20 mg., at first twice but 
later once weekly. Of 12 cases of dermatitis 7 responded 
satisfactorily, and 6 out of 9 cases of urticaria were 
improved. Two cases of asthma, 3 cases of vasomotor 


_ thinitis, and 2 cases of hay-fever did not improve, while 


2 cases of drug allergy responded well. It is pointed out 
that these results may be due to the pharmacological 
action of these substances and not to increased histamine 
tolerance. H. Herxheimer 


1083. Histamine Treatment of Foreign “Protein Type 
Reactions 

H. E. Prince and R. L. Errer. Annals of Allergy [Ann. 
Allergy] 6, 386-392, July-Aug., 1948. 5 refs. 


In the Department of Allergy, Baylor University 
College of Medicine, Houston, Texas, 9 patients with 
Severe urticaria and oedema, in 8 of them caused by 
Penicillin, were treated by intravenous infusions or 
intradermal injections of histamine. The dosage was 


2:75 mg. histamine acid phosphate in 250 ml. of isotonic 
315 


‘given three to four times daily. 


saline or 5% glucose which was infused three to four times 
in 24 hours. The rate of the infusion was regulated to a 
speed just sufficient to produce a generalized flush. In 
some cases the amount of histamine had to be doubled 
in order to secure flushing. When intravenous applica- 
tion was impracticable or inadvisable, intradermal 
injections were given, the dosage being regulated in order 
to obtain flushing. When large doses were required, 
0-5 to 1 mg. histamine dihydrochloride was given. In 
all cases clinical improvement was achieved; it is claimed 
that the kidney function became normal, the temperature 
decreased, and the general oedema gradually subsided. 
H. Herxheimer 


1084. A Clinical Evaluation of a New Antihistamine 


Agent “ Trimeton ’’. A Conjoint Study of 227 Patients 
E. A. BROWN. Annals of Allergy [Ann. 6, 393- 
397, July—Aug., 1948. 3 refs. 


** Trimeton ”’ is yet another of the antihistamine drugs, 
in the production of which the pharmaceutical firms 
hasten to compete. It is described as prophenpyridamine 
and is made up in 25-mg. tablets, a half to one tablet being 


took the substance 90 suffered from allergenic coryza. 
Of these, 62 reported complete and 19 moderate relief. 
Another group consisted of 26 patients with non-infective 
non-allergenic coryza, of whom 11 reported complete and 
7 good relief. Of the 25 with extrinsic asthma, 15 suf- 
fering from mild wheezing experienced complete relief, 
and so did 3 out of 8 with intrinsic asthma. The side- 
effects were generally moderate and consisted of drowsi- 
ness, nausea, and, in one case, amnesia, but in 6% of all 
cases the symptoms were so severe that the drug had to be 
discontinued. 

[On the whole, the results achieved with this new 
substance seem to be the same as with other anti- 
histamines. It is difficult to form an opinion on these 


clinical trials, as no indication is given of the severity _ 


of the conditions treated.] H. Herxheimer 


1085. Study of a New Histamine Antagonist. (2-Methyl- 
9 - Phenyl - 2,3,4,9 - Tetrahydro - 1 - Pyridindene Hydrogen 
Tartrate) 

R. FRANK. Annals of Allergy [Ann. Allergy] 6, 398-404 
and 416, July—-Aug., 1948. 2 refs. 


A new histamine antagonist, 2-methy!-9-phenyl-2,3,4,9- 
tetrahydro - 1 - pyridindene hydrogen tartrate (“* the- 
phorin ”’) was evaluated clinically in 140 allergic patients. 
A daily dose of 50 to 150 mg. was required for adults. 


It gave relief in various allergic manifestations to 106. 


patients (76%),. though 34 (24%) were not helped; 54 
(39%) complained of one or more side-effects, the com- 
monest of which was insomnia though this could be 
prevented by giving a mild sedative hypnotic. 


Of the 227 patients who _ 


« 
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[New histamine antagonists are described every month. 
Most of them have given varying degrees of symptomatic 
relief in various allergic disorders, their usefulness often 
being precluded by the concomitant side-effects. The_ 
stimulating effect of thephorin contrasts with the 
depressant effect of other antihistaminics. ] 
A. W. Frankland 


1086. Treatment of Allergic and Other Dermatoses with 
Pyribenzamine Hydrochloride 

B. M. KEsTen. Annals of Allergy [Ann. Allergy] 6, 
408-414 and 438, July—-Aug., 1948. 11 refs. 


This report is based on the results of treating 2 
patients at the Department of Dermatology, Columbia 
Presbyterian Medical Centre, New York. A standard 
oral dose of “* pyribenzamine ” was 50 mg. after meals 
and 100 mg. at bedtime; 68% of patients (191 of 280) 
were benefited by treatment. In 13% of patients the 
drug had to be discontinued because of side-effects. 

A. W. Frankland 


1087. Symptomatic Treatment of Asthma with Inhala- 
tions of 2-Methyl-1-Naphthyl Glyoxalidine Dazolin 
“ Privine ’’]. (Tratamiento sintomatico de las crisis de 
asma mediante las inhalaciones de 2 metil-1-naftil 
glioxalidina o imidazolina) 

L. H. BALLESTERO and O. A. HAUVILLER. Prensa Médica 
Argentina [Prensa méd. argent.| 35, 1762-1765, Sept. 10, 
1948. 13 refs. 


“ Dazolin ”’ (“ privine ’’; 2-methyl-1-naphthyl glyoxa- 
lidine) is an adrenergic substance, very active and having 
a prolonged effect. It has been used intranasally to 
reduce oedema and congestion. This paper deals with 
the treatment of 24 asthmatic patients by inhalation 
of the nebulized drug. The therapeutic effects were 
estimated by measuring the pulse and respiration rates, 
the vital capacity, and the period of enforced voluntary 
apnoea before and after treatment, as well as the signs 
and symptoms. Twenty of the patients were consider- 
ably improved by treatment with 1 ml., the time lag being 
6 to 8 hours. There was a close correlation between 
subjective improvement and improvement in the vital 
capacity and period of voluntary apnoea. The patients 
who did not improve were highly emotional. Other 
effects included a fall in blood pressure, nausea, and 
thirst. Paul B. Woolley 


1088. Thephorin in Allergy. A Study of 292 Cases 

E. B. Couen, H. P. Davis, and W. A. Mowry. American 
Journal of Medicine [Amer. J. Med.] 5, 44-47, July, 
1948. 14 refs. 


A new antihistamine drug, “ thephorin ” (2-methyl-9- 
hydrogen tar- 
trate) was given to 292 patients in a daily dosage of from 
20 to 200 mg. The patients were sufféring from asthma, 
allergic rhinitis, migraine, angioneurotic oedema, and 
allergic dermatitis. The results of administration com- 


pared favourably with those of “ pyribenzamine”’ and 
* benadryl ”’. 


Geoffrey McComas 


GENERAL 


1089. Antigen Tracer Studies and Histologic Obserya- 
tions in Anaphylactic Shock in the Guinea Pig 
S. WARREN and F. J. Dixon. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 216, 136-145, Aug,, 
1948. 5 figs., 11 refs. ‘ 


Bovine y globulin was treated with tracer iodine 
(1437) and used as antigen. Guinea-pigs were given 
intraperitoneally 60 mg. of non-radioactive iodinated 
protein, and after a period of 2 to 5 weeks minimum lethal 
shock doses of radioactive material (from 2-5 mg. to 
10 mg.) were injected intravenously with fatal results 
in all but 2 animals. Radioactivity was determined by 
the Geiger counter, and, in the case of liver and lungs, 
sections of these organs were mounted on photographic 
plates and radioautographs made. It was found that at 
the time of death 15% of the radioactive material had 
escaped from the blood circulation in the non-sensitized, 
and 30% in the sensitized, guinea-pigs. An increased 
antigen uptake was found in the liver and the lungs. In 
the liver the increase was the same in sensitized and non- 


sensitized animals, whilst sensitized lungs took up twice 


as much antigen as the others. The striking feature in 
these lungs was an oedematous swelling of the bronchial 
fibrous tissue, which separates the smooth muscle from 
the cartilaginous plate. In this oedematous tissue an 
excessive amount of antigen was found, whilst the 
bronchial muscle did not contain an abnormal quantity. 
There was no evidence of bronchial constriction; bronchi 
from cases of fatal shock and from controls were of 
similar internal diameter, the large infoldings of the 
mucous membrane were similar, and the muscle itself 
appeared to be in the same state of contraction. Some 
evidence of smooth muscle contraction was present, 
however, during the early stages of shock, preceding and 
for 2 minutes after the onset of dyspnoea. During the 
later stages there was no evidence of contraction. In 
contrast, injections of “* doryl ’’ produced strong muscular 
contraction and little or no oedema, whilst injections of 
histamine caused the same picture as in anaphylactic 
shock. It is suggested that smooth muscle contraction 
is present in anaphylactic shock only during its early 
stages and that the massive bronchial obstruction appear- 
ing later is caused by bronchial oedema. 
H. Herxheimer 


1090. The Clinical Uses of Intravenous Diphenhydramine 
Hydrochloride (Benadryl Hydrochloride) 

M. H. ROSENBERG and L. S. BLUMENTHAL. American 
Journal of the Medical Sciences [Amer. J. med. Sci.| 216, 
158-162, Aug., 1948. 7 refs. 


“* Benadryl ” was given intravenously in order to-deter- 
mine quickly whether there was any therapeutic effect. 
Usually 30 mg. was given in 90 ml. of normal saline by 
continuous intravenous drip lasting for 7 to 12 minutes. 
If there was a beneficial effect, it started, as a rule, after 
the first 10 mg. had been infused. In such cases, oral 
medication also proved successful except once. In some 
cases large oral doses (100 mg. every 3 hours) proved 
efficient although 30 mg. intravenously had been un- 
successful. Of 21 patients with urticaria 19 responded 
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well to the infusion, and of 3 asthmatic patients 1 
had immediate objective relief. Unpleasant symptoms 
were rare and mild, and it is pointed out that this finding 


‘ jg due to the dilution of the drug and the slow speed of 


infusion. H. Herxheimer 


1091. Quantitative Studies in Skin Testing. II. The 
Form of the Dose-Responsive Curve Utilizing a Quantita- 
tive Response 

F. L. BecKER and B. Z. Rappaport. Journal of Allergy 
[J. Allergy] 19, 317-328, Sept., 1948. 3 figs., 14 refs. 


The log probit method of Bliss (J. Amer. pharm. Ass., 
1939, 28, 644) was shown to be a valid method of assay 
in skin-testing. Kate Maunsell 


1092. Quantitative Studies in Skin Testing. III. The 
Assay of the Direct Skin Reactivity of Ragweed Pollen 
Extracts by Endermal Testing Utilizing an “‘ All or None ”’ 
Response 

E. L. BECKER and B. Z. RAPPAPORT. Journal of Allergy 
[J. Allergy] 19, 329-332, Sept., 1948. 6 refs. 


Patients sensitive to ragweed were tested with 3 ten- 
fold dilutions of ragweed extracts and the diameter of 
the wheals was recorded. The ulnar side of the forearm 
was found to be more sensitive than the radial side. 
There was a decrease in sensitivity to the injected allergen 
down the forearm. [In spite of careful plotting of the 
logarithm of the average wheal-diameter against the 
logarithm of concentration of the pollen extract, no actual 
progress as regards skin-testing and its practical value 
is recorded. ] Kate Maunsell 


1093. Synthetic Diets. Their Use as a Diagnostic 
Procedure in Allergic Disease 

P. Rowe and J. M. SHELTON. Journal of Laboratory and 
Clinical Medicine {J. Lab. clin. Med.| 33, 1059-1067, 
Sept., 1948. 30 refs. 


The diagnosis of food allergy is always difficult, and 
is made doubly so because skin tests with food allergens 
ate of little practical value. The present paper is con- 
cerned with an attempt to devise a diet which contains 
no food material likely to cause allergic symptoms. 
Three main types of synthetic diet were used. In all 
“amigen” (pancreatic hydrolysate of casein) was 
employed as a source of amino-acids. It has been 
shown that laboratory animals cannot be sensitized with 
this material. The diets were made up as follows: 
(1) amigen and cane sugar (1,200 Calories); (2) amigen, 
“dextrimaltose’’, and olive oil (1,942 Calories); and 
(3) amigen and dextrose (1,672 Calories). Certain 
synthetic vitamins and mineral salts were added to diets 
2 and 3. One of these diets was administered for a 
period of 10 days. 

All the patients tested had daily symptoms and steps 
were taken to rule out cases of inhalant sensitivity. 
Symptoms were controlled when necessary by a single 
drug; the amount administered could be compared 
before and during treatment. Of 51 patients tested, 26 
had asthma, 7 eczema, 3 ulcerative colitis: the remaining 
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15 suffered from ten different conditions possibly of 
allergic origin. Of these 51 patients 23 showed no 
improvement, and dietary factors were therefore ruled 
out as a cause of their symptoms; 15 lost their symptoms 
on the synthetic diet and relapsed when other foods were 
added; 2 lost their symptoms and remained well after 
they resumed a normal diet. In 11 cases the diet trial 
was unsatisfactory for a variety of reasons. 

Milk was the commonest cause of symptoms in the 
15 patients in whom food was responsible for the allergic 
condition, wheat, white potato, and beef coming next. 
In only 4 of these 15 patients was a skin test (scratch or 
intracutaneous) positive. The authors point out that 
the diets used were unpalatable and sometimes caused 
nausea, vomiting, and sometimes diarrhoea. No one of 
the diets had any a over the other two. 

R. S. Bruce Pearson 


METABOLIC DISORDERS 


1094. Millet Beer and Peanuts as Remedial Foods in 
Polyhypovitaminosis 

N. L. CorkiLt, H. Crepiror, and G. E. S. Stewart. 
Journal of Tropical Medicine and Hygiene {J. trop. Med. 
Hyg.) 51, 160-168, Aug., 1948. 2 refs. 


The authors describe their experience in a camp con- 
taining African prisoners of war in Kassala, Sudan, in 
1941-2. The incidence of deficiency disease was 


_appreciably higher amongst the Christians than amongst 


the Moslems, probably due to a much lower consumption 
of meat by the former. An investigation was carried out 
on 100 patients who had various manifestations of 
malnutrition. They were divided into 5 groups of 20; 
1 group acted as controls and the other 4 groups were 
given, respectively, millet beer, peanuts, beer and pea- 
nuts, and “‘ marmite’’. Of the controls, 6 developed 
overt pellagra, beri-beri, or scurvy. Of the group taking 
beer, 4 developed pellagra. Of the group given peanuts, 
4 developed pellagra and all these had taken few or no 
nuts. In the group given beer and nuts, no cases of 
deficiency disease occurred. Of the group given marmite, 
4 developed beri-beri and 1 pellagra; this was probably 
due to the loss of vitamin B, during storage. - When the 
general diet of the camp was improved, there was an 
initial increase in severity in the manifestations of 
deficiency disease which was ascribed to the increased 
need for protective nutrients produced by the increased 
metabolism induced by the improved diet. J. Yudkin 


1095. The Madrid Symptomatic Complex: Paraesthetic- 
causalgic Syndrome. [In English] 

M. Peraita. Internationale Zeitschrift fiir Vitamin- 
forschung (Int. Z. Vitaminforsch.] 20, 1-24, 1948. 42 
refs. 


During the Spanish Civil War the author observed 
many patients with deficiency syndromes and with signs 


of neurological involvement. This paper is based on a — 


study of 66 patients whose main complaint was intense 
paraesthesiae in the feet; patients with objective evidence 
of spinal cord involvement have been excluded from this 
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study. The paraesthesiae were associated with great 
pain with a marked “ burning ’’ element. Characteristic- 
ally, the painful paraesthesiae occurred at night, making 
sleep impossible; the discomfort was to some extent 
relieved when the feet were cooled by wrapping them in 
fresh, damp cloths or plunging them into cold water. In 
a few patients slight paraesthesiae occurred also in the 
hands. Objective signs were minimal, there was no 
muscle atrophy or weakness, the tendon jerks were 
normal or slightly increased, and there was only very 
slight impairment of cutaneous sensibility over the 
terminal phalanges of the toes. 

In 23 of the patients there were skin manifestations of 
pellagra, but there were no skin lesions in the remainder 
and it was apparent that the paraesthetic-causalgic 
syndrome could occur without other evidence of pellagra, 
and was quite distinct from beri-beri. The author con- 
cluded that the condition was the result of a deficiency of 
a vitamin unknown in 1938 and points out that this has 
been confirmed by Gopalan (/nd. med. Gaz., 1946, 81, 
22) who observed a similar syndrome in poorly nourished 
natives in Southern India and found that the paraesthesiae 
rapidly disappeared after treatment with pantothenic 
acid. 

[There is no doubt from the_description of the paraes- 
thetic-causalgic syndrome that it is the same condition 
which was common amongst prisoners of war in the Far 
East and was called “ painful feet’ or “* burning-feet ”’. 
It had been described previously in Bengal in the early 
part of the nineteenth century and during the siege of 
Paris in the Franco-Prussian War under the name of 
acrodynia.] J. W. Aldren Turner 


_ 1096. The Estimation of the Metabolic Rate in the 


Starvation State 
J. Beattie and P. H. Hersert. British Journal of 
Nutrition (Brit. J. Nutrit.} 1, 185-191, 1947. 8 refs. 


According to the summary, “ The heat production/ 
sq.m. of body surface/kg. bodyweight and the heat 
production/kg. active tissue have been calculated”’. 
[What is meant is that the heat production has been 
estimated from spirometer readings and computed in 
terms of body surface, of body weight, and of mass of 
active tissue.] Eleven German prisoners who had been 
detained from July, 1945, until July, 1946, and who had 
during the 4 months previous to the recorded observations 
been consuming a diet of not more than 1,750 Calories 
daily, were selected for investigation in the Bernhard 
Baron Research Laboratories, Royal College of Surgeons 
of England. The oxygen consumption was measured 
with a spirometer, a respiratory quotient of 0-82 was 
assumed [despite the fact that the subjects were in what 
is described as the “* starvation state ’’], and a deduction 
of 5% was made from the computed heat production to 
allow for training in the use of the spirometer. To 
calculate the surface area the formula of Du Bois and 
Du Bois (Arch. intern. Med., 1916, 17, 863) was used [but 
the arithmetic is not always correct: in Table 1 the 
surface areas of subjects Gt. and Gd., who are 170 cm. 
in height and weigh 69 kg., are given as 1°83 and 
1-79 sq.m, respectively]. 


GENERAL 


The fall in oxygen consumption per unit surface area 


in the “‘ starvation state ’’ accompanied the fall in body 


weight per unit surface area. The oxygen consumption 
per unit body weight did not differ in the “ starvation 
state” from that calculated for the normal state, and the 
same was found to be true of oxygen consumption per 
unit “active material’’ [calculated with the aid of a 
large number of assumptions]. The authors claim to 
have pointed out “‘ how the loss of body fat is com- 
pensated for by a constancy of the extracellular-fluid 
volume” [but no evidence is presented for this except 
that “‘ it is conceivable ’’ that it occurs as the subjects had 
“normal ”’ thiocyanate-space volumes and had lost a 
considerable amount of fat). H. M. Sinclair 


1097. Basal Metabolism during Recovery from Severe 
Undernutrition 

J. Beattie and P. H. Herpert. British Journal of 
Nutrition (Brit. J. Nutri.) 1, 192-202, 1947. 4 figs. 
6 refs. 


The basal consumption of oxygen was estimated by 
spirometry in 22 subjects who were emaciated after 
prolonged undernourishment. Of these, 11 were the 
Germans studied in the previous communication 
(Abstract 1096), and the remainder were Dutch patients 
admitted to hospital during May and June, 1945, 
Detailed diet histories were not obtained. [This perhaps 
explains certain contradictions. Of the Dutch group itis 
said that it is probable that during the last 3 months the 
daily calorie intake may not have exceeded 1,000; later 
it is said of nearly two-thirds of this group that before 
admission they had access for a period of 10 to 14 days 
to a ration somewhat higher than 1,500 Calories but 
probably not exceeding 2,000 Calories. On the other 
hand, the contradictions could be caused by inaccuracies 
which are apparent when the data are compared with 
those in the preceding paper. For instance, in Table | 
of this paper the standard heat production is given as 
38-9 for 5 and 38-1 for 4 of the 11 subjects (in itself an 
odd grouping), whereas in the previous paper it is 
38-9 for 5 and 38-3 for 4 of the 11. In Table 2 the heat 
production for subject Lv. is given as 25-3 Calories per 
kilo per day, whereas on the data provided it should be 
25-6. In Table 5 the weight of subject KI. after the last 
dietary period is recorded as 44-2 kg., when it would 
appear that it was in fact some 11 kg. higher.] 

The authors increased the caloric intakes of the subjects 
and found that, whereas heat production in all the Dutch 
patients became greater when the diet was increased, 
that in all the Germans decreased. They point out that 
this apparent decrease may be caused by deposition of 


fat: “clinical observation demonstrated conclusively, ° 


especially in the German subjects, that subcutaneous fat 
was being deposited ’’. [It is not clear why this deposi- 
tion was more obvious in the Germans, since the authors 
state that it was more rapid in the Dutch, who were more 
underweight initially—and the decrease in heat pro- 
duction did not occur in the Dutch.] It is interesting that 
the weight of the first Dutch patient fell slightly after 
24 days on a diet of over 3,000 Calories daily. None of 
the subjects was oedematous. H. M. Sinclair 


| 
| 109 
Unc 
J. 
Jou 
9 fis 
in t 
leve 
bal 
35 
nitr 
of r 
calc 
abo 
con 
leve 
[. 
thei 
inte 
or: 
ave 
rete 
Tat 
S 
113 
109 
foll 
C. 
Clii 
Au 
ket 
cess 
die 
was 
pot 
110 
Imy 
dial 
de 
| [Re 
| 10: 
a wat 
soli 
pro 
che 
gui 
des 
sun 
| 60 
P.Z 
for 
te 


ey 


& 


2. 


REE 


METABOLIC DISORDERS 319 


1098. Nitrogen Balances during Recovery from Severe 
Undernutrition 

J. Beattie, P. H. Herpert, and D. J. Bett. British 
Journal of Nutrition (Brit. J. Nutrit.] 1, 202-219, 1947. 
9 figs., 5 refs. 


Nitrogen balances were studied in emaciated subjects 
in the Netherlands and in Germany at different dietary 
levels of energy and nitrogen. The sign of nitrogen 
balance was positive when the daily intake was above 
35 Calories per kilo body weight and 0-17. g. of 
nitrogen per kilo body weight. The absolute amount 
of nitrogen retained appeared to be directly related to the 
calorie intake, provided the daily nitrogen intake was 
above 0-17 g. per kilo -body weight. There was no 
conclusive evidence that the. metabolic level affected the 
level of nitrogen retention. 

[As in the previous two papers (Abstracts 1096-7), 
there are discrepancies in the data presented. It is 
interesting to compare the tables on pp. 204 and 199, 
or Table 4 and Fig. 4, where six out of eight figures for 
average nitrogen intake do not agree and the nitrogen 
retention of subject B is plotted as +0-176 whereas 
Table 4 records it as +0-201.] H. M. Sinclair 


See also Section Cardiovascular Disorders, Abstract 
1130. 


1099. Death, probably due to Potassium Deficiency, 
following Control of Diabetic Coma 

C. S. Locspon and T. H. McGavack. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.] 8, 658-665, 
Aug., 1948. 26 refs. 


The history is reported of a diabetic woman who was 
admitted to hospital in a stuporous condition with 
ketosis. After some temporary improvement with 
cessation of ketonuria she lapsed into deep coma and 
died 12 hours after admission. The likelihood that death 
was due to potassium deficiency is discussed, although no 
potassium estimations were made. A, C. Crooke 


1100. Treatment of Diabetes Mellitus by Subcutaneous 
Implantation of Insulin Pellets. (Tratamiento de la 
diabetes mellitus mediante la implantacién subcutanea 
de comprimidos de insulina) 

L. VarGas and J. Lewin. Revista Médica de Chile 
[Rev. méd., Chile] 76, 260-265, May, 1948. 5 figs., 
10 refs. 


So far it has not been possible to implant subcutaneously 
water-soluble hormones in pellet form. Insulin is water- 
soluble, but the authors found that when it is used as 
protamine zinc insulin (P.Z.I.) and combined with 50% 
cholesterol it will control alloxan-induced diabetes in 
guinea-pigs. A method of preparing the tablets is 
described and the results of treating 3 diabetics are 
summarized. The first patient had been stabilized on 
60 units P.Z.I. for 58 days; 1,535 units of “ tablet 
P.Z.I.” were implanted and the patient was followed up 
for 81 days. It was estimated that this amount of 
“tablet P.Z.I.” would liberate 15 to 20 units daily. 


There was a definite local reaction; the blood sugar was 
maintained at satisfactory levels. Similar results were 
obtained in the other 2 patients, with the exception that 
after implantation of the pellets the blood sugar did not 


fluctuate so much as when the patients were taking . 


“* injection P.Z.I.”’.. Both the second and third patients 
suffered local reactions, and in one of them seven pellets 
were expelled through the incision. It was found that 
in human beings 28 to 59 units of insulin per kilo were 
required; this was a much smaller amount than that 
required to control alloxan diabetes in guinea-pigs. 
The authors noted no hypoglycaemic effects which 


could be attributed to the tablets; the only toxic effects - 


were local and these were minimal. They suggested 
that higher dosage might be safely employed (no hypo- 
glycaemia was noted in the guinea-pigs on high implanta- 
tion dosage) and that the possibilities of the method 
should be further investigated. Paul B. Woolley 


1101. Degenerative Vascular Lesions and Diabetes 
Mellitus 

E. B. MILLARD and H. F. Root. American Journal oy 
Digestive Diseases [Amer. J. digest. Dis.] 15, 41-51, 
Feb., 1948. Bibliography. 


In this series of 110 diabetic patients who came to 
necropsy in a large general hospital from 1940 to 1945, 
arteriosclerotic heart disease was the most important 
single cause of death. The severity of vascular degenera- 
tion in the younger patients was related to the duration 
of their diabetes. Of 12 patients who developed the 
disease before the age of 30, 5, who died within 6 years 
of onset, had no arteriosclerosis, but vascular degenera- 
tion was severe in the remaining 7, who had suffered 
from diabetes for periods of 14-2 to 20-9 years. 

The renal pathology is of great interest. Chronic 
nephritis caused death in 12 cases, and well marked 
nephritis was present in 57 cases. The clinical character- 
istics of renal failure in 7 young diabetics with long- 
standing diabetes were early oedema with an apparently 
benign nephrotic syndrome, followed within 1 or 2 years 
by malignant hypertension with retinopathy. There 
were three predominant renal lesions—arteriolar nephro- 
sclerosis, intercapillary glomerulosclerosis, and pyelo- 
nephritis. In 26 cases two or more types of lesion were 
associated. Intercapillary glomerulosclerosis was pre- 
sent in 15 of the 110 patients but was combined with 
arteriolar nephrosclerosis in 6 and with pyelonephritis 
in 4 cases. 

[This detailed and interesting study of general hospital 
patients is not, as the authors remark, characteristic of 
all diabetics. In only one patient was tuberculosis the 
cause of death though tuberculosis, which had not been 
detected in life, was present in 5:cases. Arteriosclerosis 
is undoubtedly sometimes present in young people with 
long-standing diabetes, but in this series “‘ no cases were 
found in whom long periods of carefully controlled dia- 
betes were associated with the development of premature 
vascular disease in young people”’. Moreover, in older 
patients in whom mild diabetes had been controlled by 
dietary treatment onset of severe vascular lesions seemed 
to be postponed.] H. Whittaker 
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1102. Globin Insulin: A Clinical Study 
G. M. Waucuope. British Medical Journal (Brit. 
J.) 2, 191-194, July 24, 1948. 5 refs. 


From observations of 366 diabetic patients who have 
been taking globin insulin for from 1 to 4 years, the author 
believes that all ambulant diabetic patients in whom there 
are no complications do as well on a single dose of 
globin insulin each day as on other kinds of insulin alone 
or in combination. Protein and fat were taken accord- 
ing to appetite, the allowances being those of the Ministry 
of Food for diabetic patients with a daily intake of 
200 g. or more of carbohydrate. In some of the cases 
the carbohydrate was not measured. The patients felt 
well and comfortable; they attained and maintained a 
reasonable weight and were free from thirst and polyuria; 
the blood-sugar curve was normal before the midday 
meal. Of 150 patients followed up over several years, 
40 reported hypoglycaemic reactions and 110 did not. 
Large doses of more than 100 units were needed in some 
cases, but 73% of the patients were taking less than 
40 units of insulin each day. 

[A leading article on modern views on diabetes, on 
page 209 of the same journal, contains this comment: 
“* It is difficult to understand quite why a single, morning 
injection of globin insulin should be the method of 
choice for almost all diabetics requiring insulin, as 


‘ Wauchope seems to suggest, when protamine or delay 


insulin, whose action she agrees is essentially similar, 
proved inadequate for this purpose even in the hands of 
Hagedorn and his co-workers”. In the abstracter’s 
experience it is only too easy to satisfy the patient by 
liberal diets and a single injection of globin insulin, but 
impossible by these means to maintain that degree of 
control which ensures growth in diabetic children and 
continued good health in patients suffering from severe 
diabetes. ] H. Whittaker 


1103. The Urinary Excretion of Insulin by Normal and 
Diabetic Subjects” 

I. A. Mirsky, C. J. Popore, J. WACHMAN, and R. H. 
BRou-KAHN. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 515-519, July, 1948. 2 figs., 5 refs. 


_ Samples of urine were collected for periods of 72 to 
120 hours, and dialysed, frozen, and desiccatéd by the 
lyophile process. The average daily insulin excretion of 
a group of 11 non-diabetic subjects was 0-16+0-04 unit 
(range 0-1 to 0-24 unit per day). When normal subjects 
were given large amounts of insulin, only small fractions 
could be recovered in the urine (about 0-1% of the in- 
jected amount in 24 hours). The urinary insulin excre- 
tion of 7 mild diabetics (not requiring insulin treatment) 
was 0-07+0-03 unit per day (range 0-02 to 0-13 unit), 
and that of diabetics receiving insulin was comparable to 
that of normal subjects. Insulin-resistant patients 
receiving large amounts of insulin excreted smaller 
amounts than non-diabetic subjects receiving large doses. 
It is concluded that exogenous insulin undergoes rapid 
destruction in the body. A. Schweitzer 


See also Section Cardiovascular Disorders, Abstract 
1108, 


GENERAL 


1104. Nutrition and Experimental Diabetes. I. The 
Diabetic Response of ‘Weanling Rats to Intravenous Doses 
of Alloxan 

G. V. Mann and F. J. Stare. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.) 33, 1161-1164, 
Sept., 1948. 1 fig., 3 refs. 


The object of this study was to ascertain the optimum 
dosage of alloxan which would induce diabetes in wean. 
ling rats without causing concomitant injury to the liver 
and kidneys. Alloxan was given intravenously in 3% 
aqueeus solution. Either a fasting blood-sugar con. 
centration of more than 150 mg. per 100 ml. or a 24-hour 
urine glucose output of more than 0-1 g. was taken to 
indicate diabetes. Although no strain differences could 
be made out, it was found that individual rats were 
variable in their response to alloxan. With a dose of 
40 mg. per kilo, a diabetic response was uncommon; 
above 70 mg. per kilo injury to organs other than the 
pancreas was frequent, and the early mortality was high, 
The most practical dose level is thought to be 60 mg, 
per kilo; with this dose over 80% of rats gave a diabetic 
response, and later histological studies showed no evidence 
of renal or hepatic damage. [This paper also mentions 
the effect of different diets on the response to alloxan, 
but the data on this matter are incomplete, and a later 
publication is promised.] D. A. K. Black 


1105. Renal Glycosuria: A Review of the Literature and 
Report of Four Cases 

J. H. BLAND. Annals of Internal Medicine [Ann. intern, 
Med.] 29, 461-468, Sept., 1948. 16 refs. 


1106. The Pellagra-electrocardiogram and its Signi- 
ficance. [In English] 

F. MAINZER. Acta Medica Scandinavica [Acta med. 
scand.] 131, 269-287, 1948. 3 figs., 31 refs. 


The author reports the findings in 139 electrocardio- 
grams (ECG) from 45 pellagrins; the results are 
summarized in tables. 

Flattening of the T-wave is the most frequent 
abnormality. Tracings are divided into definitely 
abnormal and barderline ones. [Presumably there is an 
imperceptible gradation.] Many graphs become normal 
with nicotinic acid therapy, others approach normal. 
The author classifies these responses to treatment and 
notes that the clinical and electrocardiographic changes 
are not parallel in 25% of cases. There is also consider- 
able variation in the time taken for definite improvement 
in the ECG, from a few days to many weeks. The 
author considers that nicotinic acid is responsible 
for the ECG changes in the majority of cases. 
Three case histories are given and the corresponding 
electrocardiographs are reproduced. [The first 2 are 
convincing; the third is not, for in this case nicotinic 
acid, “‘ takadiastase’’, aneurin, liver, and stomach 
extract were administered. In the profound metabolic 


disturbances of severe malnutrition there are many 
variable factors and their influence on the ECG can 
only be assessed by extensive clinical controls backed by 
careful experimental work.] 


W. W. Brigden 
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HEART 


1107. Tuberculous Pericarditis 
A.A. F. Peet. British Heart Journal [Brit. Heart J.) 10, 
195-207, July, 1948. 13 figs., 20 refs. 


Details are given of 8 cases of tuberculous pericarditis, 
in which 7 of the patients were males, aged 18 months, 
11, 14, 15, 23, 27, and 43 years; the eighth patient was a 
woman of 20. Two of the patients developed peri- 
carditis when there was an active primary Ghon lesion 


- with hilar lymph-node involvement; in 2 the condition 


accompanied primary tuberculous pleurisy; and in 2 
others it was followed by tuberculous pleural effusion 
in 1 and 5 months respectively. In only 1 patient, a 
man of 43, did the condition complicate chronic pulmon- 
ary tuberculosis. In the eighth case, a recent one, no 
other recognizable tuberculous lesion was found and the 
aetiology is still unconfirmed. Infection was by spread 
from diseased hilar lymph nodes in 3 instances. The 
usual absence of serious constitutional symptoms was 
noted. Cardiactamponadeoccurredinicase. Tubercle 
bacilli were recovered from the pericardial or pleural 
fluid in 2 cases; one of these patients died in 12 months 


and the other could not be traced. Of the remaining 6, 


1 died, 2 were well 3 years and 1 year later, while in 3 
recent cases the condition is active. Constrictive peri- 
carditis developed in 2 active cases; both patients died. 
No case was treated with streptomycin. Paul Wood 


1108. Electrocardiographic Changes in Diabetics after 
Physical Stress. 
y 6ombHbIx caxapHbIM qHa6eTOM nocne 
Harpy3kKH) 

S. I. KatyagvA and R. D. Diener. 
Meguunna [Klin. Med., Mosk.] 26, No. 5, 79-82, May, 
1948, 5 refs. 


Diabetics develop arteriosclerosis early, among other 
sites, in the coronary arteries. Anichkov ascribes this to 
a disturbance of the cholesterol metabolism. 

The authors have aimed at estimating the functional 
capacity of the coronary arteries of patients up to 50 
years of age with glycosuria. They chose the electro- 
cardiographic method, taking records during rest and 
immediately after physical exertion. This last consisted 
of walking up a three-step ladder (presumably revolving) 
to a distance equivalent to a climb to the third floor of 
the Institute. Twenty-eight patients were examined, 5 
with diabetes of mild, 14 of medium, and 9 of marked 
severity; there were 22 controls. In 26 there were no 
Clinical signs of cardiovascular changes; 2 had hyper- 
tension. The electrocardiograms before exercise were 
normal in 14 cases; there was left axis deviation in 9 
(including the 2 with hypertension) and right axis devia- 


tion in 2, The remaining 3 showed —_ depression of 


the ST portion in leads land II. The control group were 
all normal, clinically and electrocardiographically. 

After the patients’ exercise, 9 electrocardiograms 
showed changes corresponding to coronary insufficiency 
(depression of ST in leads I and II), but there were no 
changes in controls. Other alterations in the electro- 
cardiogram, such as changes in height of the T wave, 
with depression of the PQ segment, were observed with 
equal frequency in diabetic and control subjects. The 
authors conclude that in diabetes mellitus there is an 
especial tendency to early coronary changes. 

L. Firman-Edwards 


1109. Hoarseness in Heart Disease 

J. L. THompson and A. D. Kistin. Annals of Internal 
Medicine [Ann. intern. Med.| 29, 259-273, Aug., 1948. 
9 figs., 17 refs. 


The authors were able to find in the literature only 
30 cases of left recurrent laryngeal nerve palsy associated 
with heart disease in which necropsy findings were 
recorded. Dilatation of the pulmonary artery was the 
prime cause of the nerve injury. They describe 2 cases 
of their own in which the sole initial complaint was 
hoarseness. 

The first patient was a man of 30 whe 2000 previously 
had been discharged from the army because of asthma. 
Clinically the heart was enlarged downwards and to the 
left, and he had soft diastolic and harsh apical murmurs 
and an aortic diastolic murmur. There was flaccid 
paralysis of the left vocal cord. Radiography showed 
in the right oblique view slight posterior displacement of 
the oesophagus and a very prominent pulmonary seg- 
ment. Six months later he was readmitted with pyrexia, 
acute dyspnoea, haemoptysis, and basal rales, but no 
anasarca. Blood cultures were uniformly sterile, but 
his condition rapidly deteriorated. At necropsy the 
upper part of the left border of the greatly enlarged heart 
(530 g.) was convex and consisted of the dilated pul- 
monary artery. The left recurrent laryngeal nerve lay 
just lateral and in close apposition to the ligamentum 
arteriosum, which was 12 mm. long and 3 mm. wide, 
tough and similar in colour and consistency to the adjacent 
aorta. The arch of the aorta was immediately above and 
the left pulmonary artery immediately below the nerve, 
the portion between the vessels being flattened and of 
reddish-brown colour. Sections of the nerve there and 
distally showed considerable degeneration of axons. 

The second patient, a man aged 31, complained of 
hoarseness of 3 months’ duration. He stated that he 
had been discharged from military service because of 
valvular disease of the heart. Clinical and radiographic 
findings were similar, and oesophageal compression was 
noted when a barium “ swallow” was given. Angio- 
cardiograms showed that the main stem of the pulmonary 
artery was uniformly enlarged up to its bifurcation and 
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apparently in close contact with the arch of the aorta 
but not distorting or displacing the latter. 

The literature is reviewed at some length, and the 
various explanations of the aetiology are given. It had 
been suggested that the combination of heart disease 
and recurrent laryngeal paralysis is so infrequent that 
the association is purely coincidental and many cases 
remain unexplained. In mitral stenosis paralysis of the 
nerve has been found ten times as often as in hospital 
patients in general, and, were the association coincidental, 
the right and the left nerve ought to be equally affected. 
No case is recorded of paralysis of the right nerve alone, 
and where both nerves were held to be affected there has 
been no necropsy. Attempts have been made to link 
the paralysis with the presence of the ligamentum 
arteriosum as it passes backwards from the left pul- 
monary artery to the aorta, but the evidence is con- 
tradictory. In most of the cases studied pulmonary 
artery dilatation was a common factor, but the fact 
remains that, while such dilatation is met with frequently, 
associated laryngeal nerve paralysis is rare. 

Case I is illustrated by a skiagram of the right oblique 
view with barium-filled oesophagus, photomicrographs, 
and photographs of the dissection. In these photo- 
graphs the anatomical relations of the various parts are 
seen with clarity. In Case II the angiocardiograms are 
reproduced with explanatory diagrams. Donald Hall 


1110. Electrocardiographic Changes in Diphtheria 

S. S. ALTSHULER, K. M. HorrMan, and P. J. FirZGERALD. 
Annals of Internal Medicine [Ann. intern. Med.} 29, 294- 
305, Aug., 1948. 8 figs., 3 refs. 


This is a study of 600 patients in the American Occupied 
Zone of Germany between September, 1945, and 
December, 1946. All the cases reported were confirmed 
bacteriologically, 26 being examples of cutaneous diph- 
theria. The average age of the patients was 23-4 years 
and 37 were females. A portable electrocardiographic 
apparatus was employed; tracings were standardized, 
a deflection of 1 cm. representing 1 millivolt potential, 
and included the three limb leads and the precordial lead 
CF5 in every case. An electrocardiogram was taken as 
soon as diphtheria was suspected clinically or a positive 
culture obtained, thereafter at weekly intervals or more 
often if thought necessary, and finally on the day before 
discharge, the minimum period in hospital being 5 weeks. 
No patient was discharged until he was free from symp- 
toms and had three consecutive negative cultures from 
nose and throat or cutaneous ulcer and an electro- 
cardiogram within normal limits. Those with severe 
or prolonged electrocardiographic changes were invariably 
_ returned to the U.S.A. for convalescence. The period 
of observation for patients with electrocardiographic 
changes varied between 8 and 23 weeks. 

Of the 600 patients 143 (23-9%) presented electro- 


cardiographic changes at some time during their stay in” 


hospital. By far the most common abnormality was 


low voltage or negativity of the T wave in two or more 
leads, this occurring in 108 cases; next in frequency, but 
far behind, was prolongation of the P-R interval (11 
cases) and depression of ST segments in two or more 


leads (10 cases). All electrocardiograms were checked 
independently and no borderline curves were included, 
Of the T wave changes 30 involved leads II and If] 
28 all four leads, and 25 leads I, II, and Ill. Slight 
slurring and splintering of the QRS segment were com. 
mon, but significant prolongation was seen only in the 
2 patients with right bundle-branch block. Low voltage 
of QRS in all leads was present in 3 patients only, 
Electrocardiographic changes were met with for the first 
time after the fourth week only in 5 of the 600 patients ex. 
amined. [The authors state that ‘“ patients with persistent 
abnormalities in all leads usually had manifested clinic. 
ally severe infections” but in the summary “ severity 
of clinical infection and severity and duration of electro. 
cardiographic changes in diphtheria cannot be 
correlated.’’] _ It is pointed out that this study does not 
support the view that prolongation of the P-R interval 
is the most common abnormality in diphtheria. 

The two patients with heart block had been treated 
for haemolytic streptococcal sore throat and discharged, 
completely asymptomatic, to duty within the week, 
One was readmitted in 6 days, the other in 8, both in 
cardiovascular collapse: In the 2 fatal cases T waves 
were negative in all leads. In 4 patients phasic alter- 
nation between normal and abnormal electrocardio- 
grams was found. 

The paper is well illustrated by serial electrocardio- 
grams, and the authors consider that in diphtheria, alike 
in the acute stage and in convalescence, the electro- 
cardiogram is essential to the evaluation of the physical 
state of the patient. Donald Hall 


1111. Electrocardiographic Changes in Typhoid Fever 
and their Reversibility following Niacin Treatment 

M. RACHMILEWITZ and K. BRAUN. American Heart 
— [Amer. Heart J.] 36, 284-294, Aug., 1948. 4 figs., 
22 refs. 


Of 50 patients suffering from typhoid fever 35 had some 
electrocardiographic abnormalities, the most conspicuous 
of which were T-wave changes. In the majority the 
T-wave alterations appeared simultaneously with clinical 
signs of vitamin B deficiency and resembled those seen 
in niacin deficiency. In 23 patients given daily doses 
of niacin the electrocardiograms rapidly returned to 
normal. R. T. Grant 


1112. Cardiovascular Changes in the Anaemias. (Alter 
aciones cardio-vasculares en las anemias) 

R. A. Cruz, M. B. SANTANDER, G. Ducacn, and 
M. SCHILLING. Revista Médica de Chile [Rev. méd. 
Chile] 76, 470-479, Aug., 1948. 4 figs., 37 refs. 


The circulatory changes were studied in 20 patients 
with haemoglobin values below 55%. Efforts were made 
to exclude cases of primary cardiovascular disease. 
Regarding symptoms, 25%—all males over 40 years of 
age—complained of anginal pain. In only one did paif 
continue after correction of the anaemia. Among the 
physical signs, murmurs were found in 85% of patients 
—those with the lower haemoglobin values. They wert 
all systolic in time, 80% being at the apex, 50% over the 
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pulmonary artery, and 35% over both sites. They 
disappeared as the percentage of haemoglobin rose. 
The systolic and diastolic pressures increased with treat- 
ment, especially the former, and the circulation time 
(arm to tongue) slowed down. The changes in the 
electrocardiogram consisted in flattening of the T wave, 
depression of the ST segment, and lengthening of Q-T; 
they nearly all disappeared subsequently. In the acute 
haemorrhagic anaemias the heart was contracted on the 
xaay film; it quickly returned to normal size. In the 
chronic anaemias the cardiac shadow was enlarged. 
Paul B. Woolley 


1113. Attempt at Quantitative Evaluation of Central and 
Peripheral Circulation by an Electrometric Method. 
(TlonbiITKa KOJIMYECTBEHHOH H 
nepHepHyecKoro KpOBOOOpalieHHA SIeKTPOMETPH- 
yeCKHM MyTeM) 

A. A. Keprov. Menguunna [Klin. Med., 
Mosk.] 26, No. 5, 32-51, May, 1948. 5 figs., 11 refs. 


The changes in the volume of different parts of the body 
with arterial pulsation naturally affect the electrical 
conductivity of those parts, and the author has developed 
an ingenious method of emploving the measurement of 
these alterations in conductivity to study the corre- 
sponding alterations in the peripheral and central circula- 
tion during the cardiac cycle in health and disease. 

The variations in cross-section of the extremities (and 
consequently the variations in conductivity) are relatively 
greater than those of the trunk, and hence he has utilized 
the resistance to the electric current from hand to foot 
as the basis for his investigations. Calling this resistance 
in ohms R, and the average oscillation in any one case 
a where W is the body 
weight in g. This factor is proportional to AQ, the 
variation in volume in ml. (since the average weight and 
volume of the soft parts of the body are the same, the 
specific gravity of the body being just over 1). The 
increase in volume in ml. per kilo body weight is 
1,000. 

R 

He has estimated these factors in 314 observations in 
211 persons, including healthy medical, nursing, and 
military personnel, and in patients with cardiovascular 
neuroses, paroxysmal tachycardia, various cardiac 
diseases, Graves’s disease before and after operation, 
and myxoedema. He finds that this factor depends on 
the systolic output of the heart and the duration of ventri- 
cular systole. It is diminished in cardiac insufficiency 
if the arteries are elastic. The volume of the pulse wave 
_ inthe peripheral arteries depends much less on the cardiac 
output than on local circulatory factors, such as the 
calibre and tonus of the arteries. He considers that, in 
view of the important variations in the volume of the 
pulse wave in normal people, it is important to study the 
central and peripheral circulation in this manner as a 
step towards the understanding of the dynamics of blood 
circulation by repeated estimations on the same person, 


AR, he evolves a factor 


and also as an aid to establishing the dynamics of cardiac 


insufficiency. 
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[This is a rather profound study of a subject which (if 
the mathematical basis on which it is founded -is 
confirmed) should lead to a more complete understanding 
of the problems of blood circulation. The employment 
of an electrometric method instead of a volumetric one 
would simplify the study of oscillometric changes in the 
limbs, for example, in intermittent claudication and 
other vasomotor abnormalities.] L. Firman-Edwards 


1114. A Comparison of Cardiac Outputs, Determined by 
Direct Fick and Pressure Pulse Methods ~ — 

R. A. Huaains, G. A. HANDLEY, and M. LA ForGE. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 543-545, 
July—Aug., 1948. 1 fig., 4 refs. 


The cardiac output in dogs was determined simul- 
taneously by the direct Fick and pulse pressure methods. ° 
The pulse pressure technique was that used by Hamilton 
and Remington (Amer. J. Physiol., 1947, 148, 14). The 
experiments were carried out under varying conditions 
producing heart rates from 80 to 260 per minute, systolic 
blood pressures from 95 to 352 and diastolic from 65 to 
220 mm. Hg. The correlation between the two methods 
gave the following results: the average variation was 
found to be +12-2% with a range from —23% to +15-5%; 
the coefficient of correlation, corrected for small samples, 
was r= +0-936. A. I. Suchett-Kaye 


1115. Ascorbic Acid in Subacute Bacterial Endocarditis. 
(Kwas askorbinowy w powolnym zapaleniu wsierdzia) 
D. ALEKSANDROW. Polski Tygodnik Lekarski [Polsk. 
Tyg. lek.] 3, 941-944, Aug. 2-9, 1948. 5 refs. 


Ascorbic acid hastens the proliferation of fibroblasts 
in vitro and is indispensable for production of connective- 
tissue fibres and formation of scars. In the author’s 
opinion the recurrence of symptoms in subacute endo- - 
carditis despite intensive treatment with penicillin may 
be due to a delayed and insufficient healing of the endo- 
cardial lesions, which form a source of re-infection. 


‘ Ascorbic acid was estimated in the serum of 15 patients 


with subacute bacterial endocarditis during and after 
penicillin treatment and an attempt was made to deter- 
mine whether intensive saturation with ascorbic: acid 
could affect the course of the disease. In all the patients 
the amount of ascorbic acid was much lower (0-16 to 
0-3 mg. per 100 ml.) than in healthy controls (0°41 to 
0-62 mg. per 100 ml.). This was not due to the effect of 
fever or to the chemical action of penicillin. The low 
level of ascorbic acid in blood was not related to the 
degree of cardiovascular failure. In patients who after 
penicillin treatment had no rise in temperature for 40 
days the level of ascorbic acid gradually increased and a 
normal saturation reaction with a positive balance was 
restored. In view of these findings the author suggests 
that high doses of ascorbic acid should be given to patients 
with subacute bacterial endocarditis during and after 
penicillin treatment. He advises doses of 300 mg. daily 


during the first month, followed by 100 mg. daily. 
J. T. Leyberg 
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1116. Experimental Studies on Auricular Flutter and 
Auricular Fibrillation 

D. Scuerr, F. J. ROMANO, and R. TERRANOVA. Ameri- 
can Heart Journal [Amer. Heart J.] 36, 241-251, Aug., 
1948. 4 figs., 35 refs. 


Aconitine injected into the head of the sinus node of 
the dog’s heart causes auricular flutter; often auricular 
fibrillation appears spontaneously or follows vagus 

_$timulation. Cooling the focus of injection immediately 
abolishes the fibrillation, which reappears when cooling 
is interrupted. These results cannot be explained by the 
circus movement theory of Lewis. They can be explained 
by rapid impulse formation in a single centre. As the 
impulses thus formed move into the larger mass of 
auricular muscle, islands of refractory tissue appear, 
which cause a weaving and interweaving of the contraction 
process that is characteristic of fibrillation. 

R. T. Grant 


1117. The Mechanism of Irregular Sinus Rhythm in 
Auriculoventricular Heart Block 

I. R. Rota and B. KiscH. American Heart Journal 
[Amer. Heart J.| 36, 257-276, Aug., 1948. 6 figs., 
14 refs. 


Electrocardiographic observations lead to the con- 
clusion that the auricular irregularity often encountered 
in cases of auriculo-ventricular heart-block is caused by 
a reflex inhibition of the cardiac pacemaker initiated by 
a pressure rise within the aorta and carotid arteries, 
incidental to the systolic injection of these vessels. 


R. T. Grant 
1118. The Cardiodynamics of Tricuspid Insufficiency 
R. C. Littie. Proceedings of the Society for Experi- 


mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
68, 602-605, July-Aug., 1948. 3 figs., 8 refs. 


In experimentally induced pure tricuspid insufficiency 
in which compensatory phenomena have not had time 
to occur, the following facts have been noted: (1) re- 
gurgitation takes place chiefly during ventricular systole; 
(2) right auricular pressure rises.during late systole and 
early diastole; (3) while the left ventricular ejection is 
unaltered, that of the right ventricle shows ejection of the 
major portion of the stroke volume early in systole when 
regurgitation is less marked; (4) late regurgitation in 
systole produces a rapid fall in the pulmonary pulse 
pressure after reaching an early high peak; and (5) less 
blood reaches the left ventricle and its systolic discharge 
is consequently decreased. _ A. I. Suchett-Kaye 


1119. The Value of Roentgenologic Diagnosis in Coarcta- 
tion of the Aorta 

D. G. PuGu. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 23, 343-347, July 21, 
1948. 1 fig., 1 ref. 


The pathognomonic sign of coarctation is notching of 
the inferior aspect of the ribs, though occasionally the 
appearance may be similar when neurofibromatosis has 


affected the intercostal nerves, or the intercostal arteries 
have hypertrophied as the result of an arterio-venoys 
anastomosis. In coarctation - notching only appears 
when the collateral circulation is markedly developed, 
and even then may only effect one or two ribs. It is seep 
in 75% of cases but is easily missed and does not appear 
in children in whom collateral circulation has not 
developed. The other radiological signs of coarctation— 


small aortic knuckle and left ventricular hypertrophy— 


are seldom of diagnostic importance. H. E. Holling 


1120. The Effect of Exercise on the 

[Master “* Two-step ”’ Test] in the Diagnosis of Coronary 
Insu 

D. UNTERMAN and A. C. DeGRAFF. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 215, 671-685, 
June, 1948. 5 figs., 39 refs. 


This paper is a further effort to evaluate the place 
of electrocardiographic changes after exercise in the 
diagnosis of coronary insufficiency. A standard two- 
step exercise test (Master, Amer. J. med. Sci., 1929, 171, 
223) was used and electrocardiographs (leads I, II, If, 
and CF4) were taken as quickly as possible afterwards. 


The criteria for a positive test, which were adopted as’ 


more marked than the changes seen in 31 normal controls, 
were as follows: (1) A depression of the RS-T junction 
of more than 1 mm. in the standard leads or more than 
0-75 mm. in CF4, this lead being standardized at half 
the usual sensitivity. (2) Conversion of an upright T 
wave to an isoelectric or inverted T wave in leads I, Il, 
or CF4 or of a diphasic or inverted T to upright. 

The test was tried in 91 patients with various forms of 
heart disease, with positive results in 31. Positive results 
were obtained in 48-3% of patients with typical angina, 
23:8% of those with atypical symptoms, and 28-2% 
of those without pain. Ten patients experienced anginal 
pain during the exercise and in 7 of these the test was 
positive. The influence of food, digitalis, and recent 
acute illness is also considered. 

[This control group in this series consisted of younger 
patients than those with heart disease. The patients 
with heart disease are classified on an aetiological basis 
only, so that the possible influence of cardiac enlargement 
or failure cannot be determined.] J. W. Litchfield 


1121. The Immediate Sequelae of Myocardial Infarction. 
Their Relation to the Prognosis 

A. SELZER. American Journal of Medical Sciences [Amer. 
J. med. Sci.] 216, 172-178, Aug., 1948. 10 refs. 


A study of 130 cases of recent myocardial infarction — 


coming to necropsy was made in an effort to determine the 
immediate cause of death. In 35 the patient was pre- 
viously so ill that the myocardial infarction might be 
regarded as a terminal event. In the other 95 there was 
little limitation of activities before the infarction. These 
patients were divisible into four groups. In the first, 
consisting of 28 patients, death was due to progressive 
circulatory failure, with or without. shock. The 24 
patients in the second group died suddenly 24 hours or 
more after the infarction and presumably from a fatal 
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arrhythmia. In the third group were 32 patients who 


died as the result of some complication demonstrable 
at necropsy—rupture of the ventricle (8), embolic pheno- 
mena (15); the other complications were not directly 
connected with the infarction. The remaining 11 patients 
died of miscellaneous causes—recurrent coronary oc- 
clusion (5), prolonged illness for which no cause could 
be found (4), and possibly digitalis poisoning (2). No 
correlation was found between the age of the patient, 
the severity of coronary arteriosclerosis, the size of the 
infarct, the presence of old scars or cardiac hypertrophy, 
and the course and duration of the illness or the frequency 
of complications. Thus a. considerable number of 
patients with myocardial infarction die, not from cardiac 
insufficiency, but from serious arrhythmias, thrombo- 
embolic phenomena, and shock. C. Bruce Perry 


1122. Coronary Deaths in “ Healthy ’”? Young Soldiers: 
A Clinicopathologic Study 

N. E. ReicH. American Practitioner [Amer. Practit., 
Phila.) 2, 731-747, July, 1948. 9 figs., 12 refs. 


Coronary artery disease as a cause of death in young 
subjects received little attention until the war of 1939-45. 
The present article deals with the clinical and pathological 


‘findings in 11 ‘* healthy ”’ soldiers, ranging in age from 22 


to 38 years, who died from coronary artery disease. 
These men had been subjected to frequent medical 
examination, but the results were negative. In 7 cases 
over-weight was thought to be a predisposing factor; the 
effects of alcohol and tobacco were considered to be 
negligible. The symptoms were generally atypical in 
those patients surviving more than an hour. Pain was 
present in the epigastrium, left chest, or praecordium. 


’ Usually it did not radiate, although in one case there was 


continuous pain in the jaw for 3 days and in another 
left shoulder pain. Contrary to accepted ideas, the onset 
of pain was always in the waking hours, and pain was not 
associated with any strenuous activity. Six of the 
patients died within an hour, and 5 lived for from 2 to 
33 days. At necropsy half of the cases showed significant 
cardiac hypertrophy. Severe coronary sclerosis was 
present in 6 of 8 cases with actual thrombosis, and was 


~ moderate in 2 others. Two patients had sclerosis with- 


out thrombosis and in one there was a coronary embol- 
ism with arteritis and septic thrombosis of the smaller 
coronary branches. . James W. Brown 


1123. Dicumarol in Experimental Myocardial Infarction 
G. V. LeRoy and L. A. NALEFsKI. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin, Med.) 33, 961-971, 
Aug., 1948. 4 figs., 16 refs. 


At first dicoumarol was used only for patients who had 
already experienced thrombo-embolic complications of 
cardiac infarction—either repeated episodes of multiple 
thrombosis in different areas of the coronary tree or 
repeated phenomena elsewhere, for example, in the lungs. 
Later it was given purely prophylactically against such 
complications. 

The incidence of thrombo-embolic complications in 
recent myocardial infarction is difficult to determine, as 


the data are conflicting; the figures given by different 
authors vary from 9-9 to 45%. Even the incidence of 
mural thrombosis of the endocardium is difficult to 
ascertain, being stated variously as between 17 and 83%. 
However, it is evident that thrombo-embolism is an 
important complication of myocardial infarction. The 
authors state that in all the reports of results of anti- 
coagulant therapy there has been an apparently signi- 
ficant reduction in the number of thrombo-embolic 
complications and in the general mortality rate, but they 
point out that there has been as yet no report which 
includes suitable controls. 

The chief hazard with anticoagulant therapy is the 
development of a haemorrhagic state and it is essential 
that treatment be controlled by prothrombin determina- 
tions. As the early stage of infarction is characterized 
by hyperaemia and haemorrhage the authors thought it 
possible that the use of anticoagulants might accentuate 
the haemorrhagic stage and thus prolong resolution of 
the infarct. Myocardial infarction was produced in 
25 dogs by ligation of the anterior descending branch of 


the left coronary artery. Fifteen were given dicoumarol | 


in amounts similar to those used in the treatment of 
patients with recent infarction. The animals were 
killed at intervals of 5 to 22 days. There were slight 
differences between the control group and the dicoumarol- 
treated group, but the authors state that there was no 
evidence that the altered coagulability of the blood 
affected the extent or healing of infarcts. Serial electro- 
cardiograms showed no significant difference between 
treated animals and controls. No deleterious influence 
on healing was demonstrated. S. Oram 


1124. The Effects of Dicumarol on the Electrocardiogram 
S. S. BALKIN and A. GooTtnick. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.\ 33, 972-974, 
Aug., 1948. 8 refs. 


The experience of these authors has been so favourable 
that they employ dicoumarol as a routine in the treat- 
ment of every patient with acute myocardial infarction, 
anticoagulant therapy being controlled and continued 
until the patient becomes “* semi-ambulatory ”’. 

In each case leads I, II, III, CF2, CF4, and CF5 were 
used for electrocardiography, and the 48 patients were 
divided into four groups: (1) 12 with no-evidence of 
cardiovascular disease; (2) 16 with various types of 


cardiovascular disease other than infarction; (3) 14 with 


acute infarction; (4) those whose electrocardiograms 
showed a digitalis effect. In groups 1 and 2 all electro- 
cardiograms taken at successively lower prothrombin 
levels were substantially the same. An occasional 
tracing showed minimal changes in amplitude of the 
T wave in lead I, and more rarely in the amplitude of 
the P wave, commensurate with the associated changes 
in rate. In group 3 the expected progressive changes of 
healing infarction were observed, and the rate of progress 
did not differ materially from that obtained in patients 
not receiving dicoumarol. Withdrawal of the drug 
during convalescence did not cause significant electro- 
cardiographic change. All tracings in group 4 retained 
patterns which were unchanged by effective doses of 
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dicoumarol. It is concluded that in none of the four 
groups of subjects was significant electrocardiogram 
deviation attributable to dicoumarol. S. Oram 


1125. Hypoprothrombinemia and Vitamin K Therapy in 
Acute Coronary Occlusion. Autopsy Finding 

H. M. Do es. . Southern Medical Journal (Sth. med. J.] 
41, 688-691, Aug., 1948. 3 figs., 6 refs. 


This case report deals with a man who gave a typical 
history of angina pectoris of increasing severity of 
3 weeks’ duration. The electrocardiogram indicated 
that a small anterior infarct had already occurred. As 
the prothrombin time was only 50% of normal he was 
admitted to hospital, and almost at once he developed 
a further coronary thrombosis. During the following 
day he was given 294 mg. of vitamin K. A second 
electrocardiogram then showed fresh cardiac infarction. 
He died on the nineteenth day after admission. Serial 
prothrombin times varied between 50 and 85% of normal, 
despite daily doses of vitamin K ranging between 240 
and 604 mg. At necropsy the anterior descending 
branch of the left coronary artery was calcified and 
thrombosed; there were a large anterior infarct and a 
small posterior infarct. Microscopy revealed a number 
of small subintimal haemorrhages in the left anterior 
descending coronary artery. The author concludes that 
vitamin K may have prevented further thrombosis. He 
also draws attention to the alleged-close relation- 
ship between hypoprothrombinaemia and subintimal 
haemorrhage. Paul Wood 


DISORDERS OF CIRCULATION 


1126. Arterial Blood Pressure in Various Vascular 
Regions in Man, and Regional Hypertension. (O6 
o6macTax y 4enoBeKa H O perHOHapHOH runepTOHHH) 
A. G. KauHuyeckan Meguunna [Klin. 
Med., Mosk.] 26, No. 5, 72-79, May, 1948. 9 refs. 


The author refers to the varying opinions on the rate 
of falling off of arterial pressure from central to peri- 
pheral vessels. Thus, Schulten found in rabbits that the 
aortic pressure was only 8% higher than that in the peri- 
pheral arteries. Bogomoletz, on the other hand, found 
the pressure in the auricular artery to be only 75% of 
that in the common carotid. The author records the 
views of Rovinsky and Markelov on regional hyper- 
tension and the temporo-brachial coefficient (ratio of 
temporal arterial to brachial arterial pressure), which the 
former held to be 0-5 in normal cases, and cites Dolin’s 
work with oscillometric experiments which supported 
their findings. Herefers to Levina’s distinction of general 
and cerebral hypertension, and to Gelstein’s findings 
that the temporo-brachial coefficient may rise to 0-9 in 
hypertensives with neuroretinitis. 

The author, using direct manometric methods on 
temporal, brachial, femoral, and posterior tibial arteries, 
obtained results different from those of the workers to 
whom he refers. He found the average temporo-brachial 
coefficient to be nearer 0-7 than 0-5, and the pressure in 
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the posterior tibial to be approximately equal to that in 
the temporal artery in 38 patients, 10 without cardio. 
vascular disease, 9 with arteriosclerosis and normal 
blood pressure, and 19 with hypertension. He therefore 
considers that the pressure varies merely with the 
calibre of the artery and is quite independent of its sitya- 
tion. He does not believe in “ regional hypertension ”, 
and holds that such a concept is based on measure- 
ments taken by an indirect and inaccurate method 
(compression of the artery with auditory or palpatory 
evidence as in sphygmomanometry). He agrees, how- 
ever, with their observations that the temporo-brachial 
coefficient rises with the increase in general arterial 
pressure, and finds that in hypertension the pressure in 
the smaller arteries almost approximates to that in the 
large and medium vessels. 

[This problem of regional hypertension has engaged 
the attention of Soviet workers to a great extent recently, 
This article reviews their work, and the conclusions seem 
to sum up the matter concisely. The author appears to 
have disposed of the theory of regional hypertension, 
while not denying the possibility of regional spasm in 
individual cases.] L. Firman-Edwards 


1127. Blood Pressure in the Temporal Arteries in Normal 
and Pathological Conditions. (KpossHoe 
BHCOYHBIX APTEPHAX B HOPMAJIDHBIX H 
yCnOBHAX) 

A. M. Naumov. Mequunua [Klin. Med., 
Mosk.] 26, No. 5, 56-72, May, 1948. 5 figs. 


Bash in 1887 first studied changes in pressure in the 
temporal arteries and compared pressures in the temporal 
and radial arteries. He regarded as normal for the 


former a pressure of 90 to 110 mm. Hg, and for the . 


latter 110 to 160 mm. Hg. Rovinsky has recently estab- 
lished the average normal pressure in the temporal 
arteries as 60 to 70 mm., and suggested a coefficient to 
express the ratio of temporal and brachial arterial pres- 
sure, the normal value being 0-5. 

The author employed direct manometry with a speci- 
ally devised needle and mercury manometer, and also 
indirect measurement by the palpatory method for the 
temporal and auditory for the brachial artery, a Riva- 


- Rocci sphygmomanometer being fitted with a circular 


air-cushion for occlusion of the temporal artery. His 
cases number 569, 150 being hypertensive patients, 317 
normal, and 102 hypotensive subjects. In direct mano- 
metry, he inserts the needle at right angles to the wall of 
the vessel, and by so doing obtains an almost constant 
level of the manometer, without the extensive fluctuations 
of the usual sphygmomanometric method. This constant 
pressure he calls the mean dynamic pressure. He notes 
that the lower the pulse pressure (obtained by the indirect 
method) the nearer the mean dynamic pressure approaches 
to the maximum pressure, and also that in the same sub- 
ject this approach is closer in the temporal] artery than in 
the brachial. In other words, the indirect method 
becomes the more accurate as an expression of the mean 
dynamic pressure, the more peripheral the vessel which 
is being examined, and for such vessels as the temporal 
artery may be regarded as reliable. [From his figures it 
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appears that for the brachial artery this is not -the case, 
and the mean dynamic pressure is by no means always the 
same as the average of maximum and minimum pressures, 
nor can it be calculated or related to either of them. 
Presumably therefore it would have to be taken by the 
direct method.] 

In hypertension, the pressure in small arteries is raised 
relatively more than in larger arteries, and the temporo- 
brachial coefficient rises, averaging 0-54 in the hyper- 
tensive group, 0-49 in normal subjects, and 0-46 in 
hypotensive subjects. In several cases, observations 
were made on the same patient many times under varying 
conditions. Attacks of severe headache were associated 
with a rise in the temporal pressure, and often with a rise 
in the temporo-brachial coefficient. In some cases 
unilateral headache was accompanied by unilateral rise 
in the temporal pressure, while the brachial pressures on 
the two sides were equal. 

Other conclusions include the following: (1) Blood 
pressure in the temporal arteries is usually equal on the 
two sides. (2) Relative increase of pressure is higher in 
the temporal than in the brachial arteries. (3) In many 
cases normal brachial pressures are accompanied by 
high temporal pressures, and vice versa. (4) The highest 
figures for temporal pressures are obtained in hyper- 
tensive patients with cerebral symptoms. (5) There is 
a relation between the level of temporal arterial pressure 
and complaints by patients of symptoms referred to the 
central nervous system. (6) The changes in temporal 
arterial pressure in acute hypertensive crises are thought 
to be due to spastic contraction of the small arteries 
and arterioles causing a relatively high pressure in the 
arteries in close proximity to the spasm. (7) Cases of 
unilateral inequalities of pressure are explained as due to 
local spasm of the arteries above [proximal to] the point 
where pressure is being measured. (8) Amongst this 
large number of cases there were none of local hyper- 
tension. Deviations from the normal equality of pressure 
on the two sides must be regarded as examples of local 
fall of pressure due to spasm of arteries proximal to the 
point where the deviation was observed. (9) Having 
checked the pressures by the direct (manometric) and 
indirect (sphygmomanometric) methods, the author is 
convinced that, as far as the temporal artery is con- 
cerned, the indirect method is reliable. (10) Comparative 
measurements of the dynamic pressure in temporal and 
brachial arteries enables the observer to judge both the 
local variations of arterial tonus and those of the smaller 
arteries and arterioles in important vascular areas. 

L. Firman-Edwards 


_ Effect of Dibenamine on Renal Hypertension in 
ats 

M. NicKerRSON, F. BULLOCK, and G. M. NOMAGUCHI. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 425-429, 
July-Aug., 1948. 4 figs., 18 refs. 


“Dibenamine”’ is the name given to the compound, 
N,N-dibenzyl-8-chloroethylamine, which has been claimed 
to be useful in assessing the role of the sympathetic 
nervous system in both experimental renal hypertension 
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and essential hypertension in human beings. Diben- 
amine has, indeed, a specific adrenergic blocking action, 
which manifests itself by a lowering of the blood pressure 
in normal animals and in those with experimental renal 
hypertension. The drug when given daily for 3 days by 
mouth in doses of 100 mg. per kilo caused a fall in blood 
pressure to normal levels in 65% of hypertensive animals 


‘within 3 days of the administration of the last dose. 


The depressor action in the other animals was less marked, 
and the cumulative effect was insignificant. Dibenamine 
is probably transformed in the body to the inactive 
N,N-dibenzyl-ethanolamine, so far as adrenergic activity 
is concerned. This substance, in a control group of 
animals, did not have the depressor effects of dibenamine. 
A. I. Suchett-Kaye 


1129. A Comparative Evaluation of Tetraethylammonium 
Chloride and Sodium Amytal in Patients with Hyper- 
tensive Cardiovascular Disease 

I. G. TAMAGNA and C. A. POINDEXTER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 215, 
651-654, June, 1948. 3 figs., 11 refs. 


The effects on systolic and diastolic blood pressure of 
intravenous injection of tetraethylammonium chloride 
and the standard “ sodium amytal ”’ test were compared 
in 68 hypertensive subjects. Injections of 2 ml. (0-2 mg.) 
of tetraethylammonium chloride were given intravenously 
over a period of 1 to 14 minutes, and the blood pressure 
was recorded until the initial level was regained. The 
lowest level was reached 1 to 3 minutes after the injection, 
and a smaller secondary fall was usual about 10 minutes 
after the injection. There is a parallel fall in systolic 
and diastolic pressures. In a comparison of the fall in 
the diastolic pressure in the two tests, it was found that 
the difference was less than 15 mm. in 51 cases, 15 to 
30 mm. in 13 cases, and above 30 mm. in 4 cases. The 
largest discrepancies occurred in cases of malignant 
hypertension, the fall usually being greater with tetra- 


ethylammonium chloride. Reactions were not import- - 


ant, but were most noticeable in patients with malignant 
hypertension. 

The authors regard the test as an advance on the sodium 
amytal test in the assessment of cases for sympathectomy 
in view of its greater convenience and on the theoretical 
grounds that tetraethylammonium chloride acts by 
blocking impulses at the sympathetic ganglia. 

J. W. Litchfield 


1130. Regulation of the Circulation in Malnutrition. 


(Zur Frage der Kreislaufregulation bei Unterernahrten) 
H. and H. Zeitschrift fiir die 


Gesamte Innere Medizin [Z. ges. inn. Med.] 3, 193-199, 


April, 1948. 1 fig., 42 refs. 


Undernourished men and women of all ages generally 
have a lowered systolic and diastolic blood pressure and 
a slowed heart rate. The hypotension and bradycardia, 
which appear before any gross intestinal disturbance 
(such as hunger oedema), are not the result of myocardial 
damage or of a disturbed circulatory control. They are 
rather the expression of a special type of control for the 
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sake of circulatory economy, and are associated with a 
diminished minute volume, a lessening of the elastic 
resistance, and an increase of the peripheral resistance. 

R. T. Grant 


BLOOD VESSELS 


1131. Intra-arterial Curare in Therapy of Vasomotor 
Disorders. (Il curaro endoarterioso in terapia vaso- 
motoria) 

G. Enria, E. Crocatro, and S. ABEATici. Minerva 
Medica [Minerva med., Torino] 39, 596-598, June 16, 
1948. 1 fig. 


The authors treated 10 cases of vasomotor disorder of 
varied aetiology (Raynaud's syndrome, Biirger’s disease, 
and post-traumatic and luetic endarteritis), having in 
common the clinical picture of angiospasm. The object 
of treatment was to overcome spasm and aid development 
of an efficient collateral circulation. The preparation 
used was d-tubocurarine chloride in doses of 30 units. 
All except 2 of the patients had already had repeated 
medical treatment, some had undergone periarterial 
sympathectomy, and 4 had undergone surgical inter- 
vention for gangrene of the toes. 

The present report deals only with the oscillometric 
findings. Arteriographic and biochemical findings will 
be reported later. The first patient received two injec- 
tions into the femoral artery with a 5-day interval, the 
remainder a single injection of 30 units. In all cases, 
before treatment oscillations were absent or only minimal 
in the inferior third of the leg and sometimes also in the 
popliteal artery. In nearly all cases there was also a 
moderate degree of general arterial spasm, especially in 
the contralateral limb. The first patient was able to get 
up for 2 months after treatment, the rest for from several 
days to a month. The injection was performed rapidly 
and venous and arterial stasis carried out immediately 
for 5 to 6 minutes. Subjective disturbances were slight. 

The first oscillometric readings, carried out in the 
first hour after injection, often showed increased arterial 
tone, but after 24 to 48 hours the oscillometric readings 
increased dramatically and became almost normal. 
Similar or even greater increases were observed in the 
first few days in the contralateral limb. The patient felt 
almost immediately a marked improvement and absence 
ofcramps. The skin of the treated limb was often hyper- 
aemic and warmer by 1° to 1-5° C. than in the contra- 
lateral limb. After 2 months the oscillometric readings 
were still almost normal in the upper and lower thirds of 
the treated leg; but in the contralateral limb had returned 
to pre-treatment levels. G. Lorriman 


1132. Coarctation of the Aorta. Review of Twenty- 
three Service Cases 

M. NewMan. British Heart Journal (Brit. Heart J.] 10, 
150-157, July, 1948. 12 refs. 


The records of 20 cases of coarctation of the aorta were 
collected from the Ministry of Pensions Service docu- 
ments and analysed. None of the patients was seen by 
They were all men, and their ages ranged 


the author. 


from 19 to 37; their physical development was 

The lowest blood pressure recorded was 144/90 mm, Hg 
in a man of 20; the highest was 230/120 mm. Hg. The 
blood pressure in the legs could be measured accura’ 
in only 4 cases; the systolic pressure was then lower than 
that in the arms, but in 2 of the 4 cases the diastolic 
pressure was higher than that in the arms. Systolic 
murmurs were heard in .all patients, aortic diastolic 
murmurs in 4. In 2 of the latter the diastolic murmur 
was probably due to rheumatic aortic incompetence, and 
in a third it was associated with bacterial endocarditis, 
Mitral . diastolic murmurs were not heard. Dilated 
collateral vessels were observed in 11 cases, but could 
not be detected in the other 9. Rib erosion was recorded 
in 16 cases; the aortic knuckle was invisible or unduly 
small in all but 2 cases; left ventricular enlargement 
was seen radiologically in 16. Since the war 3 of the 
patients have died—1 from rupture of the aorta, 1 during 
attempted surgical repair, and the third from bacterial 
endocarditis. 

Three additional cases of coarctation of the aorta, in 
men who served in the 1914-18 war, were also followedup, 
One of these patients died at the age of 68 after developing 
complete heart block with Stokes—Adams fits. The 
second patient was still working as a shop porter and was 
relatively well when seen in 1940, although there was 
clinical evidence of heart block, the pulse rate being 42 
[no electrocardiogram was taken]. The third patient 
had complained of fainting attacks for many years; his 
blood pressure was 260/145 and he had signs and 
symptoms suggesting early left ventricular failure. [This 
paper is intended to show that many patients with coarcta- 
tion of the aorta may remain physically well for a long 
period; on the other hand, the patients in the present 
series were highly selected in that they had all been passed 
fit for military service.] Paul Wood 


1133. Giant-cell or Temporal Arteritis: A Review 
C. V. Harrison. Journal of Clinical Pathology [J. clin. 
Path.) 1, 197-211, Aug., 1948. 5 figs., 47 refs. 


The chief features brought out by this review of 75. 
cases are as follows: (1) Giant-cell arteritis affects the 
elderly of both sexes. (2) It runs a course of about 
6 months and is characterized by malaise, fever, severe 
headaches, and prominent, thick, and painful temporal 
arteries; it is usually accompanied by leucocytosis, 
anaemia, and raised erythrocyte sedimentation rate. 
(3) It may be complicated by blindness or cerebral 
disturbances. (4) It usually subsides slowly and recovery 
is the rule, though some cases have ended fatally. (5) It 
may involve many other large elastic and muscular 
arteries, including the aorta; in most cases a number of 
cranial arteries are involved. (6) No specific treatment 
is known; biopsy of the affected temporal artery appears 
to -relieve headache. (7) The arterial lesions are 
characteristized by lymphocytic and plasma-cell infiltra- 
tion of the media with frequent giant cells. The intima 
undergoes fibroblastic proliferation; thrombosis 1s 
exceptional. (8) The disease is clinically and histologic- 
ally distinct from both periarteritis nodosa and thrombo- 
angiitis obliterans. R. T. Grant 
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1134. Observations in Guinea-pigs Following Injection of 
Specific Hematopoietic Substances Derived from Beef Liver 
L. M. Meyer and A. Sawitsky. American Journal of 
Pathology {[Amer. J. Path.| 24, 835-853, July, 1948. 
6 figs., 28 refs. 


This investigation was prompted by the work of Miller 
and his colleagues, who postulated the existence of 
“lymphokentric acid”, a carbinol, and ‘‘ myelokentric 
acid”, a non-carbinol, substances which stimulate 
lymphoid and myeloid tissues respectively and suppress 
the opposite. In 8 cases of lymphoblastic leukaemia 
remission had been observed after the use of myelokentric 
acid.’ 

Alcohol-ether extracts of dried beef liver were pre- 
pared. The “ B-acid fraction’ was separated into 
carbinol and non-carbinol parts. The fractions were 
suspended in cotton-seed oil. The weights of the guinea- 
pigs and their blood counts were recorded, and the killed 
animals were examined macroscopically and histologic- 
ally. Nine animals were given B-acid fraction and 7 of 
them developed lesions similar to those of Hodgkin’s 
disease in several organs. The bone marrow often 
showed myeloid metaplasia. Twelve animals received 
the carbinol fraction and in 9 of these there was a more 
or less marked lymphoid reaction, but little actual 
cellular infiltration. The non-carbinol fraction was 
given to 24 animals; in 6 of them there were anaphyl- 
actoid reactions, and 3 of these 6 died. All animals in 
this series suffered varying effects. A myeloid reaction 
was shown by 8 animals, and a similar reaction though 
less pronounced by another 5; in 3 there were immature 
cells in the peripheral blood. Injections of cotton-seed 
oil were given to 7 controls; variable myeloid changes 
were observed in 3 of them. 

[Each fraction studied produced the anticipated lesion, 
indicating a specific response, but the lesions are certainly 
not identical with those of spontaneous leukaemia.] 

E. Neumark 


-ANAEMIAS 


1135. The Anaemia of Malignant Malnutrition (Infantile 
Pellagra, Kwashiorkor): Protein Deficiency as a Possible 
Aetiological Factor . 
A. ALTMANN and J. F. Murray. South African Journa 
of Medical Sciences [S. Afr. J. med. Sci.] 13, 91-113, 
June, 1948. 8 figs., bibliography. 


A study was made of the venous blood of 34 non- 
European children with malignant malnutrition. In 17 
the bone marrow was also examined. Even in severe 
cases only a moderate anaemia was found, with a mean 
haemoglobin value of 10-1 g. per 100 ml. and an erythro- 
cyte count of 3,800,000 per c.mm. The anaemia was 
hormocytic in 26 cases, microcytic in 4, macrocytic in 3, 


and microcytic changing to macrocytic in one case. 
Of the 17 in whom the bone marrow was examined, 
6 showed mild abnormalities of the type met with in 
pernicious anaemia. All 4 cases of macrocytic anaemia 
were included in these 17 cases; 2 were normal and 2 
abnormal. Treatment of cases with skimmed lactic acid 
milk gave an outstanding reticulocyte response in 6 and 
no response in the other 3. In the early stages of 
recovery there was a fall in haemoglobin value and 
erythrocyte count which, it is suggested, is due to 
recovery in a previously low plasma volume. A study 
of the factors which may be responsible for the anaemia 
leads the authors to suggest that the fundamental cause 
is a deficiency of protein generally, or of specific amino- 
acids. Superimposed upon this, in some cases, is a 
deficiency of iron or of liver principle due to associated 
complications such as infection or a poor diet. 
J. Yudkin 


1136. Some Observations on the Metabolism of Pteroyl- 
glutamic Acid and Certain Related Substances in Human 
Beings with Anemia. [In English] 

E. E. A. Exuis, and T. D. 
Internationale Zeitschrift fiir Vitaminforschung [Int. Z. 
Vitaminforsch.] 20, 157-177, 1948. 12 figs., 17 refs. 


Comparative studies were made on the effect of folic 
acid and related substances in pernicious anaemia and 
nutritional macrocytic anaemia, attention being focused 
on the haematological responses and on the urinary 
excretion of folic acid. The clinical material comprised 
8 cases of Addisonian pernicious anaemia, 6 of nutri- 
tional macrocytic anaemia, 1 of nutritional macrocytic 
and iron-deficiency anaemia, and 1 of iron-deficiency 
anaemia. The substances administered consisted of 
6 different purified liver extracts [no details given], folic 


_ [pteroylglutamic] acid, “* folvron ” capsules [a commercial 


preparation containing iron and folic acid], methyl folic 
acid, and the folic acid conjugates—pteroylheptaglutamic 
acid, pteroyldiglutamic acid, and pteroyltriglutamic acid. 

Regarding the haematological and clinical results it is 
stated that with folic acid and with folvron an excellent 
response was obtained in every case. A haematological 
response occurred also after the administration of the 
conjugated forms of folic acid, but was of a lower magni- 
tude per unit weight than that caused by folic acid. The 
highly refined liver extracts yielded no response, although 
some of them had produced responses in other cases. 
Methy] folic acid [apparently in daily oral doses of 20 mg.] 
was also without effect. [No details are given to support 


_ these conclusions, apart from haematological charts of 


3 patients each of whom received, respectively, folic acid 
and pteroyldiglutamic acid, folic acid and pteroyltri- 
glutamic acid, and folic acid and pteroylheptaglutamic 
acid. Presumably after a response was obtained with 
the first therapeutic agent the patient was allowed to 
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relapse and after a suitable interval the second trial was 
given. This is not specifically stated, however. Nor is 
any indication given of the duration of the interval.] 

The urinary excretion values of folic acid, as deter- 
mined by microbiological assay, before, during, and in 
some cases after, the administration of various therapeutic 
agents are set out in detail. There was a prompt rise 
following the oral administration of synthetic folic acid 
to patients with Addisonian pernicious anaemia, nutri- 
tional macrocytic anaemia, and iron-deficiency anaemia. 
The concomitant administration of iron in the form of 
folvron had no apparent effect on the utilization of folic 
acid. Pteroyldiglutamic acid given orally in 20-mg. 
doses in 2 cases of pernicious anaemia was also followed 
by a great rise in the urinary folic acid concentration. 
Pteroyltriglutamic acid in a case of pernicious anaemia 
and one of nutritional macrocytic anaemia in doses of 
20 and 10 mg. by mouth daily resulted in a significant 
rise but of lesser magnitude than with folic acid or 
pteroyldiglutamic acid, but in a case of pernicious 
anaemia with an intramuscular dose of 5 mg. daily 
no increase in urinary secretion occurred. Pteroyl- 
heptaglutamic acid (vitamin Bc conjugate) given in doses 
equivalent to 5 mg. of free folic acid did not cause a 
significant rise in the urinary level of folic acid in a case 
of pernicious anaemia and in one of nutritional macro- 
cytic anaemia. Intramuscular injections of the different 
liver fractions were without significant effect. The oral 
administration of methyl folic acid in 20-mg. doses was 
also without effect in a case of nutritional macrocytic 
anaemia, but when 10 mg. folic acid was added to the 
methyl folic acid the urinary excretion levels rose to 
about the level reached during the administration of 
folic acid alone. 

It is concluded from these and other studies that very 
little is known of the metabolism of folic acid in the 
human body. The authors suggest as a working 
hypothesis “ that folic acid works through an enzyme 
which, in turn, is part of a fundamental biochemical 
system of the body which is capable of stimulating bone 
marrow segmeration under certain circumstances ”’ 

Davis 


1137. Vitamin B,,, A Cobalt Complex 

E. L. Rickes, N. G. BRINK, F. R. Koniruszy, T. R. Woop, 
and K. Forkers. Science [Science] 108, 134, Aug. 6, 
1948. 2 refs. 


The following information on the chemical nature of 
vitamin B,, is announced. Emission spectographic 
analysis shows the presence of cobalt. The vitamin 
appears to be a cobalt co-ordination complex which, 
having six groups about the cobalt atom, could involve 
one or more organic moieties. The red colour of the 
vitamin appears to be, at least in part, associated with 
its cobalt-complex character. Cobalt ion was without 
activity for Lactobacillus lactis, and had no therapeutic 
effect in 2 cases of pernicious anaemia; but the nutri- 
tional significance of cobalt must be re-evaluated as the 
biological function of B,, is developed. Phosphorus 
and nitrogen were also demonstrated in By», but tests 
for sulphur were negative. —~ 


The activity of Bi, as judged by microbiological 
assay, was not affected by autoclaving for 15 minutes at 
121° C., but exposure, at room temperature, to 0-015 N 
sodium hydroxide solution, and to 0-01 N hydrochloric 
acid resulted in progressive inactivation. L. J. Davis 


1138. Vitamin B,, and Subacute Combined Degeneration 
of the Spinal Cord. [In English] 

R. E. Stone and T. D. Spies. Internationale Zeitschrift’ 
fiir Vitaminforschung [Int. Z. Vitaminforsch.] 20, 228-233, 
1948. 9 refs. 


The effect of vitamin B,, on the neurological complica- 
tions of pernicious anaemia was studied in 3 patients 
who had previously been observed over long periods of 
time and throughout several periods of therapy and 
relapse. In one patient, whose history is given in detail, 
the vitamin was administered intramuscularly in a dose of 
15 pg. followed by a second dose of 9 yg. 20 days later, 
[The details of and dosage in the other patients are not 
given.] All the patients were considered to have egrly 
but definite subacute combined degeneration of the 
spinal cord, and in each instance vitamin B,, therapy 
was followed by symptomatic improvement, and in 2 of 
the cases by significant reversal of some of the abnormal 
physical findings. There was also a marked remission 
of glossitis in one of the patients. 

{If these findings are confirmed in other patients 
observed over adequate periods of time, their practical 
and theoretical significance will be obvious. From the 
practical point of view it will be evident that vitamin B,», 
if it becomes available commercially, may entirely super- 
sede liver preparations in the treatment of pernicious 
anaemia; while of outstanding theoretical interest is 
the suggestion that the neurological, trophic, and 
haematological manifestations of pernicious anaemia may 
all result from the deficiency of a — specific chemical 
entity.] L. J. Davis 


1139. Pteroylglutamic Acid Deficiency in Swine; Effects 
of Treatment with Pteroylglutamic Acid, Liver Extract, 
and Protein 

G. E. CARTWRIGHT, J. Fay, B. TATTING, and M. M. 
‘Wintrose. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 33, 397-416, April, 1948. 7 figs., 
21 refs. 


A severe anaemia, leucopenia, and neutropenia 
developed in 4 pigs maintained on a synthetic diet 
containing 10% crude casein, but excluding pteroyl- 
glutamic acid, p-aminobenzoic .acid, and _ inositol. 
** Sulphasuxidine ” and a folic-acid antagonist (N67) 
were given as well. The casein was shown to possess 
extrinsic-factor activity. Bone-marrow studies indicated 
a decrease in the leucocyte-erythroid ratio, and the 
presence of immature and nucleated red cells similar to 
the megaloblasts of human pernicious anaemia. Macro- 
cytosis developed slowly after a period of gross aniso- 
cytosis. The condition was relieved by the administra- 
tion of pteroylglutamic acid, although in one animal 
leucopenia and neutropenia persisted. Liver extract 
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caused only a partial improvement in 1, or possibly 2, 
ofthe animals. It was concluded that the anti-pernicious- 
anaemia substance in purified liver extract does not replace 
pteroylglutamic acid in the nutrition of the pig. 

Douglas H. Collins 


1140. The Life Span of the Sickle Cell and the Patho- 
genesis of Sickle Cell Anemia 

K. SinceR, S. Rosin, J. C. Kinc, and R. N. JEFFERSON. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.} 33, 975-984, Aug., 1948. 3 figs., 23 refs. 


Differential agglutination experiments by the Ashby 
technique were performed on subjects showing the sickle- 
cell trait and on others with sickle-cell anaemia. When 
trait cells were transfused into recipients with the 
anaemia, the survival time of the>transfused cells was 
normal (120 to 125 days), but when anaemia cells were 
transfused into recipients showing the trait, survival time 
of the transfused cells was short, varying from less than 
20to 60 days. The significance of these results in relation 
to the pathogenesis of the anaemia is discussed. 

G. Discombe 


1141. Latent Cases of Haemolytic Disease of the New- 
born. (Onopgemerkt verlopende gevallen van morbus 
haemolyticus neonatorum) 

S. I. pe Vries. Nederlandsch Tijdschrift voor Genees- 
kunde (Ned. Tijdschr. Geneesk.] 92, 2159-2168, July 17, 
1948. 


The blood picture. of 72 clinically healthy Rh-positive 
newborn infants, with Rh-negative mothers, was com- 
pared with the blood pictures of 114 normal infants in 
whom there was no incompatibility of the blood groups 
between mother and child. While the haemoglobin 
value and the erythrocyte count in both groups did not 
show any difference, the number of erythroblasts in the 
first group was considerably higher (average 360 per 
c.mm. in firstborn infants and 589 per c.mm. in infants of 
multiparous mothers), infants of the second group having 
230 erythroblasts per c.mm. In the first group there 
were more very immature erythroblasts and cells with a 
dividing nucleus and a more marked polychromasia, 
anisocytosis, and leucocytosis. In infants of multi- 
parous mothers the number of myelocytes was higher. 
There were toxic granulations and vacuolization of the 
leucocytic protoplasm. The haemogram of the infants 
belonging to the Rh-incompatible group was regarded as 
being pathological, changes being probably due to haemo- 
lysis although the infants were neither anaemic nor 
jaundiced. The author therefore applied the term 
“latent haemolytic disease” to this condition. In 
20% of the Rh-negative mothers there were Rh anti- 
bodies in the serum; among these mothers were six 
primiparae (out of a total of 36). There was no-correla- 
tion between the antibody titre and the changes in the 
infants’ blood. The author evaluated the incidence of 
latent haemolytic disease at about 2% of all deliveries. 
The diagnosis was not made on the number of erythro- 
blasts alone; various features of the haemogram had to 
be considered together. J. De Bruyne 


1142. Foetal Haemoglobin and Erythroblastosis 
H. S. Baar. Nature [Nature, Lond.| 162, 190-191, 
July 31, 1948. 1 fig., 5 refs. 


In a study of the phenomena of haemolysis in haemo- 
lytic disease of the newborn by means of the Evelyn 
photoelectric step-photometer, it was shown that after 
blood transfusions selective destruction of the baby’s 
cells occurred, with indiscriminate destruction of all 
erythrocytes, and that a few days after a transfusion the 
denaturation curve returned to the pre-transfusion type, 
indicating that foetal haemoglobin is formed in extra- 
uterine life. The destruction of erythrocytes in haemo- 
lytic disease of the newborn depends upon their sensitiza- 
tion by Rh antibodies, and shows no relation to the 
chemical constitution of the globin component of their 
chromoprotein. This finding is at variance with the 
recent claim of Jonxis that after birth only haemoglobin 
of the labile, adult type, is formed, and that in haemolytic 
disease of the newborn there is a selective destruction of 
red corpuscles containing foetal haemoglobin. 

L. J. Davis 


1143. Erythroblastosis Fetalis in Negroid Infants 
A. S. WieNeR and I. B. Wexter. Blood [Blood] 3, 414- 
418, April, 1948. 18 refs. 


The incidence of erythroblastosis foetalis among 
Caucasoid populations is believed to be between 1 in 400 
and | in 150 births. If the Rh factor were of equal 
importance in the aetiology of erythroblastosis in the 
two ethnological types, it might be expected that the 


incidence of the condition among negroes would be from 


one-third to two-thirds of that found in Caucasoids. In 
fact, however, erythroblastosis is rare in negroid infants. 
The authors present clinical and haematological histories 
of 3 such infants, on whom a diagnosis of erythroblastosis 
foetalis was made. In 2 of these cases the condition was 
proved to be due to sensitization of the mother to A and 
B factors, while in the third instance no isosensitization 
of the parent by an antigen in the foetal blood could be 
demonstrated. Rh sensitization was not present in any 
of the cases reported. The suggestion is made that in 
the negroid races either the placenta offers a more com- 


plete barrier to the passage of materials from foetus to 


mother, or susceptibility to sensitization with antigens 
of foetal origin is low in these peoples. 
H. Payling Wright 


1144. Autohemagglutinins and Hemolysins with Hemo- 
globinuria and Acute Hemolytic Anemia, in an Illness 
Resembling Infectious Mononucleosis 

L. B. Ettis, O. J. WoLLENMAN, and R. P. STETSON. 
Blood [Blood] 3, 419-430, April, 1948. 1 fig., 21 refs. 


The authors present a complete and detailed clinical 
and pathological study of a single case with certain 
unusual haematological features, but they are unable to 
offer an explanation of the findings. A _ tentative 
diagnosis was made of infective mononucleosis compli- 
cated by severe anaemia of haemolytic type with 
haemoglobinuria. Investigation revealed the presence 
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of heteroagglutinins, active in a dilution of 1 in 1,024, 
and of autohaemagglutinins, active in the cold, at room 
temperature, and at 37° C., which were effective against 
the patient’s own cells in a dilution of 1 in 256. After 
chilling, a haemolysin active in the presence of a thermo- 
labile component at 37°C. was also detected. The 
Donath-Landsteiner reaction was positive, though 
infection with syphilis had been excluded. In addition, 
clubbing of the digits and changes in the long bones and 
skull were demonstrated by x-ray examination. The 
patient improved with massive blood transfusion therapy 
and a normal blood picture had been maintained when 
he was re-examined 2 years later. H. Payling Wright 


1145. Primary Nonfamilial Hemolytic Anemia 
J. M. Stickney and F. J. Heck. Blood [Blood] 3, 
431-437, April, 1948. 7 refs. 


In the majority of cases haemolytic anaemia is of 
the hereditary (erroneously called “congenital” or 
“familial ’’) type. In 4 years, however, the authors 
investigated 22 cases in which splenectomy was per- 
formed on account of anaemia, though in no instance 
was a family history of the condition elicited nor was any 
available relative discovered with the characteristic 
blood picture. The patients were- divided into two 
groups, based on the presence or absence of micro- 
spherocytosis and increased red cell fragility. Clinical 
histories of illustrative cases from both groups are given 
in detail and the pre-operative and post-operative 
haematological findings are set out in tabular form for 
all the cases in each group. It appears that patients with 
the blood picturé typical of acholuric jaundice with 
microspherocytosis, reticulocytosis, and increased red 
cell fragility respond more satisfactorily to splenectomy 
than do those in whom these features are absent. 

H. Payling Wright 


1146. The Genetic Relation and Clinical Differentiation 
of Cooley’s Anemia and Cooley’s Trait 
G. A. DALAND and M. B. Strauss. Blood [Blood] 3, 
438-448, April, 1948. 4 figs., 21 refs. 


Cooley’s erythroblastic anaemia, which occurs in 
people of Mediterranean stock, shows a grading in severity 
which has led to the suggestion that cases may be sub- 
divided into two main groups—Cooley’s anaemia or the 
severe form and Cooley’s trait, the benign manifesta- 
tion of the condition. The criteria for the division of 
cases, based on haematological findings, bone changes, 
size of spleen, and facies are set out in tabular form, 
though it is pointed out that the differentiation between 
the suggested types is not clear-cut. 

Detailed histories, and haematological and clinical 
findings, in four families with Cooley’s anaemia and 
trait are given, and the possible mode of hereditary 
transference of the condition is discussed. The relation 
between the anaemia and the trait might be explained 
genetically in three ways: (1) By a single dominant 
factor variably expressed, as may occur in haemophilia, 
where the affected sons of a carrier mother may have 
the condition in different degrees of severity, even 
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though each derives his disease from an identical gene, 
(2) By the simultaneous presence of two non-allelo- 
morphic dominant factors, one derived from each parent, 
For this to be the cause of the difference between the 
anaemia and the trait it must be assumed that each 
allelomorph alone can produce the mild condition, 
(3) By a single “ incomplete” recessive or dominant 
factor. If this were the mode of transference of the 
condition, the homozygote would show the severe form 
of Cooley’s anaemia, while the heterozygote would show 
the mild (trait) form only. 

The family histories presented in this paper suggest 
that inheritance occurs in the second or third manner. 

H. Payling Wright 

See also Section Cardiovascular Disorders, Abstract 

1112. 


LEUKAEMIAS 


1147. Treatment of 14 Cases of Leukaemia by Blood 
Transfusion. (Traitement de 14 leucémies par les trans- 
fusions sanguines simples) 

P. VALLERY-RADOT, J. HAMBURGER, P. MILLIEz, A. 
Domart, B. Dreyfus, and J. BARBIZET. Semaine des 
de Paris [Sem. Hép. Paris] 24, 1979-1983, 
Aug. 14, 1948. 4 figs. 


Three cases of chronic leukaemia, 4 of chronic myeloid 
leukaemia, and 7 of acute leukaemia were treated by 
transfusions of fresh blood not mixed with any anti- 
coagulant, mostly at the rate of 3 per week. The general 
condition of the patients and the anaemia improved, but 
otherwise the disease process was not influenced; in 
particular the myelogram did not change appreciably, 
and splenomegaly and enlargement of the lymph nodes 
remained. Cases of lymphatic leukaemia did much 
better on this treatment than the other groups. 

E. Neumark 


1148. Treatment of Acute Leukaemia in Children with 
Urethane. (Zur Behandlung der akuten Leukamien im 
Kindesalter mit Urethan) 

R. F. Lanpoit. Helvetica Paediatrica Acta (Helv. 
paediat. Acta] 3, 232-251, July, 1948. 7 figs., 17 refs. 


Urethane is of little therapeutic value in acute leuk- 
aemia, but the author’s observations are intended to 
throw light on its mode of action. While 16 cases were 
treated, only 2 are described in detail. In 1, urethane 
‘caused complete disappearance of marrow tissue (pan- 
haemocytophthisis) as well as of leukaemic infiltrations 
in the organs (this was confirmed histologically). In the 
second case, splenomegaly disappeared while urethane 
was given, reappeared when it was stopped, and vanished 
again when the drug was resumed. Here also, necropsy 
revealed a marrow very depleted of cells and very scanty 
leukaemic infiltrations in the organs. The striking effect 
on the blood was reduction in the number of “ blasts”, 
with very much less effect on the neutrophils, although 
there was no absolute increase in the number of neutro- 
phils. The number of mitoses in the “ blasts ”’ in the 
marrow was distinctly increased, whereas, in chronic 
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cases, there is an almost specific inhibitory effect on 
division of the leukaemic cells in the marrow. 

The interpretation of the cases of complete marrow 
aplasia is that the leukaemia is cured but there is irre- 
parable damage to normal haematopoiesis. There 
appears to be much similarity between the mode of action 
of urethane, x rays, and colchicine, but there is certainly 
not identity. 

[The results should be compared with those recorded 
by Moeschlin and Meili (Abstracts of World Medicine, 
1948, 4, 170-172).] A. Piney 


1149. New Data on the Biology of the Megaloblast Based 
' on the Effects of Liver Extract and of Nicotinic Acid on 
Bone Marrow in Tissue Culture. (Acquisizioni sulla 
biologia del megaloblasto in base all’effetto dell’estratto 
epatico e dell’amide nicotinica sul midollo osseo soprav- 
vivente) 
G. AsTALDI and M. BALDINI. Acta Vitaminologica 
[Acta vitamin., Milano] 2, 78-81, Aug., 1948. 3 figs. 


In tissue cultures megaloblasts take at least 3 days to 
mature, while normoblasts take up to 2 days. Karyorr- 
hexis is more often observed in megaloblasts than in 
normoblasts. If liver extract is added to cultures from 
megaloblastic marrow, normoblastic transformation oc- 
curs in 48 hours, but if nicotinic acid is added normo- 
blastic transformation does not take place, though the 
maturation process and acquirement of haemoglobin are 
accelerated. E. Neumark 


1150. The Leucocytosis Caused by p-Aminobenzoic Acid 
in Acute Leukaemia. (L’aumento leucocitario pro- 
vocato dall’acido p-aminobenzoico nella leucemia acuta) 
G. and M. BAaALpDINI. Acta Vitaminologica 
[Acta vitamin., Milano] 2, 82-84, Aug., 1948. 3 figs. 


Two patients with acute myeloid leukaemia were given 
8 g. of para-aminobenzoic acid daily by mouth for 7 to 
11 days. After a few days the leucocytes in the peri- 
pheral blood increased in number (in one case from 
150,000 to 300,000 per c.mm.) and afterwards the total 
white cell count fell again. The differential count, the 
myelogram, and especially the karyokinetic index and the 
karyokinetic histogram did not alter appreciably. In 
the healthy subject para-aminobenzoic acid is inactive. 
Because the sternal marrow remained unaltered the 
authors suggest that the drug acts by “lifting” the 
marrow-blood barrier. E. Neumark 


HAEMATOPOIETIC SYSTEM 
1151. Multiple Myeloma. A Report of Experience with 
Stilbamidi 


R. L. BAKER and R. L. CASTERLINE. American Journal 
of Medical Sciences [Amer. J. med. Sci.] 216, 183-187, 
Aug., 1948. 5 refs. 


Four patients with multiple myeloma were treated with 
intravenous injections of “‘stilbamidine”’ (4,4-diamidino- 
stilbene) combined with a diet low in-animal protein, 
according to the regimen recommended by Snapper 


(J. Amer. med. Ass., 1947, 133, 157). In all 4 cases the 
diagnosis was confirmed by sternal puncture, tissue 
biopsy, or post-morfem examination. The total dose 
of stilbamidine was 4-5 g. in 3 cases and 1°8 g. in the 
fourth. No patient had persistent symptomatic relief 
and no effect on the course of the disease was apparent: 
3 patients died shortly after completing the course of 
treatment. Basophilic granules in the cytoplasm of the 
myeloma cells were found in the sternal marrow smears 
of 3 patients after the treatment: in the fourth case, the 
number of myeloma cells in the sternal marrow was too 
small for such granules to be demonstrated. 
A. R. Kelsall 


SARCOIDOSIS 


1152.. Diagnostic B.C.G. Reaction in Boeck’s Disease. 
(Diagnostisk BCG-reaksjon ved Boecks sarcoid) 

N. Danso.t. Nordisk Medicin [Nord. Med.] 39, 1668- 
1671, Sept. 17, 1948. 2 refs. , 


The author describes the results of applying to 19 
patients considered to be suffering from Boeck’s sarcoid 
the diagnostic B.C.G. test described by Ustvedt and 
Aanonsen (Tidsskr. Norske Legeforen., 1948, 68, 69). 

The test involves two intradermal punctures through a 
drop of B.C.G. vaccine not more than 2 weeks old and 
containing 20 mg. B.C.G. per ml. The possible reactions 
are three; (1) a non-specific reddening with possible 
infiltration starting after 24 hours and resolving within 
a few days; (2) an early positive reaction starting in 2 
to 3 days as a brownish-red papule, which reaches a 
maximum size of up to 1 cm. in diameter at the fourth 
to eighth day; if the reaction is strong it may lead to 
necrosis and ulceration; and (3) a late positive reaction 
in which a brownish papule, like the lesion seen after 
B.C.G. vaccination in tuberculin-negative people, ap- 
pears at or after the tenth to fourteenth day. Of these 


the most important is the second which in Ustvedt’s’ 


opinion means that the patient has been infected with 
tuberculosis (irrespective of the results of tuberculin 
tests) and probably that living bacilli are still present. 
The test is considered to be more definite than the 


-Mantoux and Pirquet tests and certainly more specific. 


The 19 patients with sarcoid were tested by the Pirquet 
and Mantoux (1 mg.) techniques; in 6 reactions were 
negative to both, in 9 negative to the Pirquet test but 


‘positive to the Mantoux, and in 4 positive to both. In 


the first group none had an early positive reaction, but 
in each of the other two groups there were 2 positive and 
2 doubtful reactions. One reaction in the second group 
and 2 reactions in the last group were so strong that the 
patients were considered to be suffering from tuberculosis 


-as well as sarcoid. With all cases grouped ‘together, 


12 of 19 patients gave a negative reaction to B.C.G., 
4 a doubtful reaction, and 3 a positive reaction; these 
3 were considered to be suffering from tuberculosis as 
well as sarcoid. Furthermore, most patients gave a 
late positive reaction, like tuberculin-negative patients. 
The author considers that these results afford evidence 
against the view that sarcoid is a tuberculous disease. 
A. M. M. Wilson 


Respiratory Disorders 


1153. The Influence of Artificial Pneumothorax on the 
Vegetative Nervous System of the Lungs. (O snuanun 
MCKYCCTBEHHOTO MHEBMOTOpaKkca Ha BereTaTHBHYIO 
CuCTeMY JI€rKHX) 

F. A. Ty6epxynesa [Probl. 
Tuberk.] No. 4, 23-27, 1948. 


There is seldom reference in the literature to the 
influence of artificial pneumothorax (A.P.) on the 
vegetative nervous system, although the value of this 
therapeutic method cannot be fully estimated without 
study of this side of the problem. The author points 
out that the following facts require explanation: (1) A.P. 
sometimes results in unequal collapse of different parts 
of the lung, even in the absence of adhesions. (2) Even 
after unsuccessful attempts at division of adhesions with 
the thermocautery, A.P. has been found to result eventu- 
ally in efficient collapse. (3) The volume of gas in the 
pleural cavity often exceeds that of the air introduced. 
This last phenomenon has been explained by injury to 


.the lung substance by the primary puncture, but the 


author cites six objections to this explanation. (a) The 
extraordinarily benign course of these “ traumatic” 
pneumothoraces. (6) Negative manometric findings. 
(c) Absence of haemoptysis after A.P. (d) Absence of 
empyemata as sequelae. (e) Absence of any smell of 
peppermint after administration of air, impregnated 
through a filter with oil of peppermint. (f/f) On the 
second day after the A.P. the intrapleural gas contained 
on an average 5-8% CO,. This concentration is 
characteristic of a closed pneumothorax, but in open 
cases the concentration of CO, is usually much less. 
(4) After the production of plastic pleurisy by the 
injection of irritant substances such as olive oil, gold 
salts, or physiological saline, a previously ineffective 
pneumothorax has in many cases become effective. In 
rabbits the author has produced a similar collapse of 
the lung after injection of an alcoholic solution of 
iodine—often in 15 minutes. (5) A similar collapse of 
the lung in a previously ineffective pneumothorax has 
been observed after a subcutaneous injection of atropine. 
(6) A.P. may be followed by pain, often very severe, or 
by febrile reactions. These reactions, which are often 
seen even with minimal quantities of air, can be pre- 
vented by injecting into the pleura 2 to 4 ml. of 0°5% 
procaine, and in 3 patients disappeared after vago- 
sympathetic block in the neck. (7) The appearance of 
the lung immediately after A.P. differs little from that 
before induction, but a month or two later the lung tissue 
appears smoother and more transparent. This has been 
ascribed to atrophy from disuse, but the author claims 
that it can be explained in the same way as the other 
foregoing phenomena. 

His explanation is that all these findings are due to the 
effects of stimulation of sympathetic nerve-endings in the 
visceral pleura and the lung itself, evoked by the A.P. 


and other intrapleural irritation. This causes con- 
traction of the smooth musculature of the lung. 

He ascribes the severe pain, often in the neck and 
pectoral girdle region, to viscero-sensory reflexes. As 
for the pyrexia, he points out that irritation of the 
sympathetic generally leads to rise in temperature in the 
parts supplied by the corresponding innervation, and 
speaks of a ‘“‘ viscero-thermal’’ reflex. [This local 
thermal reaction, together with local leucocytosis, is 
often emphasized by Soviet scientists.] The accumula- 
tion of CO, in the pleural gases he explains by assuming 
that stimulation of the sympathetic causes a contraction 
of the lung and therefore a fall in intrapleural partial 
pressure, with diffusion of gases from the lung tissues 
into the pleura. The effect is the exact opposite of that 
found in bronchial asthma, which explains why atropine 
relieves asthma and also assists in the collapse of the 
lung in A.P. 

[This article raises many interesting points. The 
hypothesis of diffusion of gases through the pleura from 
the lung is a novel one, and may explain some obscure 
cases of spontaneous pneumothorax, though it is difficult 
to understand why it is not more common if such diffusion 
normally takes place under sympathetic stimulation. A 
study of the composition of intrapleural gases in a large 
series of cases might be very instructive. The usual 
explanation of the excess gas seems more plausible, since 
slight trauma of the visceral pleura is very likely to occur 
and need not lead to haemoptysis or infection.] 

L. Firman-Edwards 


1154. Respiratory Volume Changes in the Pulmonary 
Blood Vessels in Relation to Artificial Relaxation Therapy 
C. C. MACKLIN. Diseases of the Chest [Dis. Chest] 14, 
534-548, July-Aug., 1948. 2 figs., 14 refs. 


The thesis of this paper is that during inspiration the 
capacity of the pulmonary vessels increases and during 
expiration it decreases. This mechanism enables the 
lungs to act as an “accessory heart” in aiding the 
circulation by the pump-like action of respiration. 
Histologically the air-sacs are said to be closely attached 
to the venules and arterioles and will thus encourage 
lengthening and widening of the vessels during inspira- 
tion. In the dead animal a radio-opaque fluid, too viscid 
to enter the capillaries, was run into the pulmonary 
vessels. (Either 10 to 20% “ thorotrast” in synthetic 
latex, or 5° bismuth oxychloride in 10% gum acacia in 
water, was used.) When the vessels had been filled the 
lung was radiographed before and after inflation; it was 
shown that the vessels in an inflated lung were longet 
and usually wider. If the fluid was run in from 4 
reservoir and the levels were measured, it was found that 
the level fell during lung inflation and rose during 
deflation, showing that the inflation of the lung increased 
the vascular volume. The same changes were observed 
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whether the pulmonary arteries, the pulmonary veins, or 
both together were filled with the fluid. Inflation of the 
lung could draw fluid into the pulmonary vessels even 
against gravity. It is suggested that this pumping 
action plays an important part in maintaining the high 
circulatory rate during exercise. 

In artificial pneumothorax there must be a diminution 
of the circulation in the relaxed lung with compensatory 
increase in the otherlung. The author suggests that there 
is a consequent decrease in oxygen tension in the relaxed 
lung which will discourage the growth of the tubercle 
bacillus, though the nutrition of the lung will be main- 
tained by the bronchial vessels. 

[The experimental facts are interesting; the theoretical 
conclusions drawn from them seem to have outrun the 
evidence.] John Crofton 


1155. Considerations on a New Compound (Calcium 
Gluconate and Vitamin C) in the Treatment of Pulmonary 


Tuberculosis and Asthma. (Quelques considérations sur 


un nouveau complexe: le gluconate de calcium a la 
vitamine C dans le traitement de la tuberculose pulmonaire 
et de l’asthme) . 

P. WEILLER and H. KRAUTER. Poumon [Poumon} 4, 
215-231, July-Aug., 1948. 51 refs. 


The authors claim that intravenous injections of a 
mixture of calcium gluconate and ascorbic acid are 
beneficial in pulmonary tuberculosis; in particular, 
appetite is improved, the loss of weight which so often 
follows surgical intervention or the induction of a 
pneumothorax is prevented, asthenia accompanying 
streptomycin therapy is ameliorated, and haemoptysis 
is checked. About 15 injections, given daily or every 
other day, of 1 g. of calcium gluconate and 200 mg. of 
ascorbic acid constitutes a course. It is also claimed 
that this treatment improves asthma. [This latter claim 
is based on the theory that asthma is basically a 
tuberculous infection. The case for giving calcium and 
vitamin C in pulmonary tuberculosis stands on firmer 
ground, but nowhere do the authors present convincing 
evidence that these substances have more effect than any 
other non-specific adjuvant form of therapy.] 

John R. Forbes 


1156. Chronic Pulmonary Suppuration without Clubbed 
Fingers (Actinomycosis of the Lungs). (XpoHnyeckue 
HarHOeHHA 6e3 OapabaHHbix 
(AKTHHOMHKOS3 JIerKHXx)) 

N.A. DimovicH. Xupyprus [Khirurgiya] No. 9, 56-64, 
1948, 


The incidence of clubbed fingers has been investigated 
in patients suffering from chronic pulmonary suppura- 
tion. The general incidence of this symptom for all 
cases was 90%. Clubbing was present, however, in 
only 8% of cases of chronic suppuration in the lung 
in which the cause could be shown to be actinomycosis. 
The author concludes that “‘ the absence of clubbing of 
the fingers in chronic progressive pulmonary suppuration 
is a predominant symptom of pulmonary actinomycosis ”’. 

Ian Aird 


1157. Actinomyces in Chronic Bronchopulmonary Infec- 
tions 


E. B. Kay. American Review of Tuberculosis [Amer. 
Rev. Tuberc.| 57, 322-329, April, 1948. 6 refs. 


This paper presents a study of 240 patients suffering 
from chronic ** bronchopulmonary infections ” in 109 of 
whom actinomyces were isolated from the sputum. In 
those patients who had bronchiectasis the actinomyces 
were considered to be saprophytic and not clinically 
important under aerobic conditions. In 20 cases there 
was evidence of aspiration pneumonia, lung abscess, or 
extensive pulmonary suppuration, and actinomyces were 
isolated from material obtained bronchoscopically, or 
aspirated from lung abscesses, or taken directly from the 
lung after pulmonary resection. The paper is, for the 
most part, an account of the management of cases of 
chronic pulmonary suppuration [it is not clear to what 
extent the presence of actinomyces is regarded as a 
significant aetiological factor in such cases]. Details 
are given of a laboratory technique for demonstrating 
actinomyces. L. E. Houghton 


1158. Functional Examination of Each Lung Before and 
After the Paralysis of the Phrenic Nerve 

R. F. VACCAREZZA, A. Sousrig, and J.C, Rey. Diseases 
of the Chest [Dis. Chest] 14, 580-584, July-Aug., 1948. 
8 refs. 


In 10 cases bronchospirometric examinations of each 
lung were made before the phrenic nerve was paralysed 
by one of various methods. A further examination was 
made after 1 month to 2 months in 8 cases and after 
4 to 5 months in 2. There were 7 males and 3 females. 
The right phrenic nerve was paralysed in 7 cases, the left 
in 3. The results are summarized in the following 
table: 


fase of the Reduction in the Bronchospirometric 
Factors After Paralysis of the Phrenic Nerve 


: Comple- Respi- | Oxygen 
Vital Reserve 
Observatio -. | mentary F ratory | Con- 
Capacity Air Air Volume|sumption 
1 18-5 59-7 
2 11-7 60-3 21-2 5-2 64-1 
3 22:2 60:2 
4 10 42-3 16:9 31 
5 21-6 20-5 38-5 |; 12-1 31 
6 +2 +36°5 | +162 60-5 529 
7 7 34-6 8 +44 21 
8 28-4 28-5 55-4 18-5 278 
9 24-9 42°5 8-3 11-3 40-4 
10 18-2 | +17-4 42:3 16-4 29.7 
Mean of the 
percentage 
of reduction 14-9 14-7 19-6 17-7 41-7 


It will be seen that in almost all cases there was a 
diminution in the various readings after phrenic paralysis. 
The occasional discrepancies were thought to be due to 
the impossibility of ensuring basal conditions in patients 
with a bronchial catheter in place. 


It is particularly 
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notable that paralysis of the diaphragm made the lung 
less efficient besides reducing its over-all function; in 
all cases except one there was a greater reduction in 
oxygen uptake than in ventilation. [It is presumed that 
the term “ respiratory volume ”’ refers to the volume of 
air ventilated in a given time.] The authors suggest that 
the fall in efficiency may be due to a reduction in blood 
flow, which in their opinion may be secondary to a 
vasomotor effect of the phrenic paralysis. [These find- 
ings support those of other workers. It is of great 
clinical importance to know that phrenic paralysis may 
reduce the function of the affected lung by as much as 
60%.] John Crofton 


1159. Serologic Findings in Patients with Primary 
Atypical Pneumonia 

H. R. MorGAn and M. FINLAND. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 18, 593-597, 
Aug., 1948. 14 refs. 


The sera from 89 patients with clinical and radio- 
logical appearances characteristic of primary atypical 
pneumonia were investigated. At least 2 serial speci- 
mens were tested in each case. Cold haemagglutination 
tests were considered positive when titres greater than 
1 in 20 were obtained, and streptococcus MG agglutinin 
titres were considered significant when greater than 
1 in 10. Complement-fixation tests for psittacosis and 
for meningo-pneumonitis were also carried out, a four- 
fold rise in titre or a titre of 1 in 16 with a subsequent 
rise being taken as diagnostic. 

The results showed that about 80% of the patients 
developed cold haemagglutinins and agglutinins for the 
MG streptococcus. Only 4 out of 79 patients showed 
significant titres with psittacosis and meningo-pneumonitis 
antigens. Of these 4 patients, the sera of 3 were tested 
for cold agglutinins; only 1 was positive. Five patients 
with erythema multiforme associated with atypical 
pneumonia all had positive cold agglutinin tests, while 
in 2 of them there was also serological evidence of in- 
fection with psittacosis virus. A history of recent close 
contact with birds was obtained in 10 of the patients 
with atypical pneumonia, though none of these had 


unequivocal evidence of infection with psittacosis virus. - 


No evidence of Q fever was found in the case of 25 
patients whose sera were tested for the appropriate 
antibodies. R. B. Lucas 


1160. Antihyaluronidase Antagonistic to Pneumococcus 
Hyaluronidase in the Serum of Normal Human Beings and 
Patients with Pneumococcic Pneumonia: Rise of Titer in 
Bacteremic Pneumococcic Pneumonia 

R. T. THompson. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 33, 919-932, Aug., 1948. 
3. figs., 28 refs. 


The demonstration by McClean (Biochem. J., 1943, 
37, 169) of the antigenicity of hyaluronidase suggested 
to the author a method for estimating the amount of 
pneumococcus hyaluronidase elaborated by the organ- 
ism during the progress of selected cases of pneumococcal 
pneumonia in man. This estimation was effected by 


titrating the corresponding antihyaluronidase elaborated 
in the serum of each patient. The author used a modj- 
fication of McClean’s mucoprotein clot-prevention test 
on the incubated mixtures of serial dilutions of the sera 
under test and constant amounts of hyaluronidase; the 
highest dilution of the serum which inactivated the 
hyaluronidase was taken as the antihyaluronidase titre 
of the particular serum. Types 1, 2, and 7 pneumocoggj 
were used for the test organisms to produce the enzymes, 

Seven patients in whom blood cultures were negative 
and in whom there were no purulent complications 
showed no change in antihyaluronidase titre. In 8 out 
of 11 patients with pneumococcal bacteriaemia and no 
purulent complications there was a four-fold or greater 
rise in antihyaluronidase titre, while all 8 patients with 
both pneumococcal bacteriaemia and purulent complica- 
tions had a four-fold or greater rise in titre. The rises 
in antihyaluronidase titre were not specific for any 
one pneumococcus type. 

The association of increased hyaluronidase production 
and acute tissue reaction is discussed. H.J. Bensted 


See also Section Paediatrics, Abstracts 1077-8. 


1161. The Role of Trauma in Initial Pneumothorax 

I. G. TcHertxorr, I. J. SELIkorr, and E. H. Rosrrzex, 
Diseases of the Chest [Dis. Chest] 14, 475-490, July-Aug., 
1948. 6 figs., 30 refs. 


In this paper an extension is reported of the authors’ 
observations (Quart. Bull. Sea View Hosp., 1947: 
Abstract No. 2785), which demonstrated that, with the 
technique they used, every artificial pneumothorax 
induction involved a traumatic pneumothorax owing to 
damage to the visceral pleura. This was shown by 
performing the operation of pneumothorax induction 
but either omitting to run in air or running in 100 mi. 
Radiographs were taken at intervals over 24 hours and 
in most cases showed a pneumothorax, which increased in 
size in successive films. In the 36 cases previously 
reported a “dull” No. 19 short-bevelled needle was 
used. The results are compared in this paper with those 
in 46 cases in which an artificial pneumothorax was 
induced by inserting through the chest wall a small 
(No. 24 or 25) needle attached to a syringe full of pro- 
caine. The needle was withdrawn as soon as air-bubbles 
had been aspirated, no air being given. By both 
techniques the collapse was greater the more extensive 
the disease, but both in those with extensive and those 
with relatively limited disease there was less collapse 
with the small than with the large induction needle. 
This result was particularly important in those with 
bilateral disease; dyspnoea following induction was rare 
when the smaller needle was used. 

[These observations are of great interest. A repetition 
with use of the Riviere type of induction needle and a 
blunt trocar would be interesting.] John Crofton 


1162. Variability of the Lung Volume Measurements in 
Patients with Pulmonary Tuberculosis. [In English] 

H. Cuiopi. Acta Medica Scandinavica [Acta med. 
scand.} 131, 403-416, 1948. 2 figs., 11 refs. 
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Digestive Disorders 


1163. Dental Conditions in Workers 

to Dilute and Anhydrous Hydrofluoric Acid 

Pp. P. DALE and H. B. McCau.ey. Journal of the Ameri- 
can Dental Association [J. Amer. dent. Ass.| 37, 131-140, 
Aug., 1948. 2 figs., 35 refs. 


Clinical and statistical analyses of data collected from 
35 men chronically exposed for from 2 to 33 years to 
hydrofluoric acid fumes in a production plant, and on 
11 non-exposed office and warehouse workers, revealed 
a lowered incidence of caries as a result of exposure. 
Significant differences between exposed and non-exposed 
groups of individuals were obtained for the number of 
carious and filled teeth, number of fillings, and number of 
tooth surfaces involved by fillings and cavities. Active 
carious lesions among the exposed individuals were 
encountered infrequently. 


Dental radiographs revealed a change in the trabecular 


pattern of the osseous structure of the maxilla and mandi- 
bie in 13 of 15 workers exposed for 10 years or more, and 
in 10 of 20 employed for less than 10 years. The bone 
changes were characterized by an increase in the number 
and thickness of trabeculae and a corresponding decrease 
in the intratrabecular or canalicular spaces. Im no 
instance was sclerosis or general disease of bone en- 
countered. However, more recent radiographs, taken 
nearly 4 years later, revealed in one case a marked radio- 
opacity in practically all the bones of the skeleton without 
subjective manifestations of fluoride toxicity. 

The fluoride excretion of 34 workers in contact with 
hydrofluoric acid varied considerably, with a mean of 
approximately 10-78 (--9-3) mg. of fluoride per litre of 
urine. This contrasts with the fluoride output of 0-67 
(40-63) mg. of fluoride per litre for 7 non-exposed men. 
On the basis of this single urine analysis there was no 
apparent correlation between urinary fluoride excretion 
and age of the employee, years of exposure, or bone 
changes disclosed by radiography. 

D. Robertson-Ritchie 


1164. Treatment of Infected Pulpless Teeth with Penicillin 
L.1.GrossMAN. Journal of the American Dental Associa- 
tion [J. Amer. dent. Ass.) 37, 141-148, Aug., 1948. 
2 figs., 22 refs. 


The author treated 200 infected pulpless teeth with a 
Suspension in végetable oil of calcium penicillin 600,000 
units per ml. (1-8 ml. of sterile peanut oil mixed with 
1,000,000 units of calcium penicillin and stirred with a 
sterile glass rod until a smooth suspension was obtained). 
He describes fully the technique for opening the root 
canal and applying the drug, and also indicates his 
bacteriological method of assessing the results. An 
Important point is that the culture medium contained 
4 units of penicillinase [quantity unstated] in order to 
inactivate any penicillin that may have been carried over. 

M—z 


To estimate the concentration of penicillin the size 
(in ml.) of a large number of enlarged root canals of 
extracted teeth was measured; this suggested that about 
9,780 units of penicillin could be sealed in a maxillary 
first incisor and about 5,280 in a lower incisor. This is 
compared with the 50 units claimed by Shaw, Sprawson, 
and May, and 4,000 to 5,000 units claimed by Bender. 
[In each instance a much lower concentration was used.] 
In no case was sensitization produced. The drugs used 
as controls were camphorated monochlorophenol, meta- 
cresyl acetate, beechwood creosote, and chloroazodin. 
In each case fewer treatments were required with penicil- 
lin—for example, between 1-8 and 2-5 with penicillin 
and 3-8 to 5-5 for the other drugs. 

D. Robertson-Ritchie 


STOMACH AND INTESTINES 


1165. The Evolution of Gastric and Duodenal Ulceration 
J. D. Craic. British Medical Journal (Brit. med. J.] 2, 
330-334, Aug. 14, 1948. 5 figs., bibliography. 


This paper confirms the widely held opinion that both 
gastric and duodenal ulcers are, in their present form 
and prevalence, of comparatively recent origin. The 
great rise in duodenal ulceration and fall of gastric ulcer 
in men and women respectively suggest that environ- 
mental factors are of prime importance in affecting the 
production and sex selection of peptic ulcer. The author 
emphasizes [and this will surely be conceded by gastro- 
enterologists] that, although gastric and duodenal ulcers 
possess many features in common, this should not 


obscure the fact that they are essentially different diseases. 


A. H. Douthwaite 


1166. Diagnostic Significance of Gastric Acidity in 
Carcinoma of the Stomach. 
SHAYeCHHE KMCNOTHOCTH COKa MpH pake 

A. G. GUKASYAN. Meguunna [Kiin. 
Med., Mosk.] 26, No. 5, 26-32, May, 1948. 


The author studied in 240 cases of proved carcinoma of 
the stomach the total acidity and free hydrochloric acid 
content of gastric juice, and found that achlorhydria was 
present in 64:6% of cases. He found the highest 
percentage of achlorhydria in mucous [ulcerating?] 
carcinoma (75%) and in adenocarcinoma (60-5%), the 
lowest in scirrhous carcinoma (25%). He also found 
that 100% of cancers of the greater curvature were 
associated with absence of free hydrochloric acid; of 


those of the lesser curvature 74:6%, of those of the — 


cardia 71-4%, and of those of the pylorus 46:5% were 
associated with this finding. 

The author regards the presence or absence of achlor- 
hydria as of slight importance as a diagnostic sign; when. 
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present, it is due to interference with the acid-forming cells 
owing to proximity of the growth, or more often to general 
toxaemia leading to suppression of secretion by diminished 
neural and hormonal stimulation. That this is the prime 


factor he deduces from the fact that in 8 out of 10 cases 


of cancer of the liver and bile-ducts, 4 out of 8 of pan- 
creatic cancer, 7 out of 18 of uterine cancer, and 8 out of 
16 of rectal cancer there was achlorhydria. He does, 
however, consider that a large discrepancy between the 
total acidity and the amount of free hydrochloric acid 
is always suggestive of gastric carcinoma. 

L. Firman-Edwards 


1167. The Neuro-humoral Aspects of Peptic Ulcer 
Formation. 

J. WeNER and H. E. Horr. Canadian Medical Associa- 
tion Journal (Canad. med. Ass. J.) 59, 115-140, Aug., 
1948, 


This is a valuable historical and critical review of the 
literature relating to the supposed association of lesions 
of the nervous system and peptic ulceration. From the 
time of Kammerer (1823) and Rokitansky (1841), who 
drew attention to the production of gastric erosions 
following brain injury, to the experimental and clinical 
supporting observations of Cushing, a barrier to the 
acceptance of the theory erected by Virchow proved 
difficult to surmount. Eppinger and Hess separated the 


-vagotonics from the multitude of psychoneurotics, thus 


enabling von Bergmann to formulate his hypothesis 
that hyperactivity of the vagus, probably initiated from a 
parasympathetic centre in the anterior hypothalamus, 
caused spastic contraction of the stomach and thus 
strangulation of the incoming vessels. This led to 
ischaemia and necrosis of the gastric or duodenal mucosa. 
Further evidence that brain lesions may cause gastro- 
intestinal ulceration is provided by the effect of intra- 
ventricular pilocarpine, cerebral tumour, injury, vascular 
disease, meningitis, and encephalitis. It must be 
noted, however, that all these influences produce only 
acute erosions with no predilection as to site. Chronicity 
never follows. 

Various experiments are described in relation to the 
effect of vagal and sympathetic action on the stomach. 
It seems probable that strict antagonism does not exist 
and that, in fact, in disordered states of the stomach and 
duodenum there may be synergism between the two 
systems. Of outstanding importance is the fact that the 
intrinsic nervous mechanism of the stomach will restore 
the previous function of the stomach and duodenum no 
matter what surgical procedures are carried out on the 
extrinsic nerves. : A. H. Douthwaite 


1168. The Effect of Central Nervous System Depressants 
on the Emptying Time of the Human Stomach 

D. W. Nortuup and E. J. vAN Liere. Journal of 
Pharmacology and Experimental Therapeutics [J. 
Pharmacol.] 93, 208-209, June, 1948. 4 refs. 


The effect of depressants of the central nervous system 
(chloral hydrate, “‘ bromural ”’, paraldehyde, and pento- 
barbital) on emptying time of the human stomach was 


- 


investigated. With chloral hydrate the average value for 
emptying time was normal. The analysis of the 
individual figures revealed, however, that in 3 of 12 
subjects there was increased gastric motility, the increase 
being statistically significant. Bromural had no effect 
on the average emptying time, but in one subject motility 
was increased. Paraldehyde had a similar action, but 
in 3 subjects motility was increased while in 2 it was 
decreased. These results could not be correlated with 
sedative action of this drug. Pentobarbital significantly 
decreased the emptying time both as regards average 
results and in 6 of 10 subjects tested. These results 
are contrasted with those of a previous experiment with 
“sodium amytal”’, in which emptying time was signi- 
ficantly increased. It is concluded that there is no 
correlation between sedative action and the effect on the 
motility of the stomach. J. D. Judah 


1169. Evaluation of Protein Hydrolysate Therapy for: 


Peptic Ulcer 


- E. E. Woipan, D. FisHMAN, R. S. KNow ton, A. A, 


Rousuck, and W. C. STONER. Journal of the American 
Medical Association [J. Amer. med. Ass.] 137, 1289-1293, 
Aug. 7, 1948. 2 figs., 8 refs. 


The authors have come to the conclusion that protein 
hydrolysate is of little value as a therapeutic agent for 
peptic ulcer. This opinion is based on their finding that: 
(1) in all of 22 patients with peptic ulcer [it is not stated 
how these were selected] blood concentration of protein 
amounted to 6 g. per 100 ml. or more, and therefore the 
patients were apparently not in need of protein supple- 
ments; (2) treatment of these 22 patients by continuous 
intragastric drip-feeding of 10% protein hydrolysate 
solution, 3 litres daily for 2 weeks, led to continuation 
of ulcer pain for 24 to 72 hours, and a recurrence of 
symptoms in 8 out of 22 patients within a month of the 
treatment; (3) random’ specimens of gastric juice 
aspirated by day and night from patients undergoing 
this treatment contained free acid “* in most instances”. 

The authors sought to assess the action of protein 


hydrolysate in buffering gastric acidity by studies on 50 . 


subjects, all medical service patients. The effect of a 
single dose of 25 g. protein hydrolysate in 250 ml. water 
on the gastric acidity of 10 subjects was first to lower or 
neutralize completely the free acidity while increasing 


the total acidity. The free acid level rose in most cases. 


after 60 to 90 minutes to above the fasting levels. In 
one patient, the buffering effect was found to be smaller 
and less prolonged with each successive hourly dose, and 
after 3 hours the free acidity was well above the resting 
level. In 10 subjects 50 g. hydrolysate in 250 ml. water 
produced the most satisfactory buffering effect observed, 
while other combinations of 10% hydrolysate with maltose 
and sucrose, with 50 ml. cream, and with 10 g. “ theo- 
broma oil” were less satisfactory as buffers. Some 
evidence is presented that protein hydrolysate delays the 
gastric emptying time, and that a delay cannot be 
produced by buffering with aluminium hydroxide gel. 
[The numbers of subjects tested and the differences 
observed are too small to make the last observation 
significant.] John Naish 
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1170. Esophageal Hiatus Hernia with Inversion of the 


Stomach 

J. H. Marks. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.] 60, 63-68, July, 
1948. 6 figs., 4 refs. 


This paper, which comes from the Department of 
Roentgenology, New England Deaconess Hospital, 
Boston, Massachusetts, is mainly a report of 2 cases of 
oesophageal hiatus hernia with inversion of the stomach; 
the differential diagnosis from the more common type of 
intrathoracic hernia of the stomach is discussed. In the 
cases described the cardiac end and the fundus of the 
stomach remained in the abdominal cavity, while the 
distal part of the stomach was herniated into the thorax. 
The author believes that many hiatus herniae which in-. 
volve only the fundus of the stomach do not give rise 


to signs or symptoms warranting surgical repair, but that - 


when rotation of the stomach occurs within the hernial 
sac, and particularly if actual inversion of the stomach 


has taken place, surgery is often indicated. Inversion of. 


the stomach within a hiatus hernia should be suspected 
if gas bubbles are seen on the radiograph both above 
and below the diaphragm. A. Orley — 


1171. Haemorrhage and Gastric Ulcerations due to Cere- 
brospinal Lesions. (Les hémorragies et les ulcérations 
gastriques par lésions de l’axe cérébro-spinal) 

R. Picarp, A. CHARBONNEL, and J. GIRAUDET. Archives 
des Maladies de l’Appareil Digestif [Arch. Mal. Appar. 
dig.) 37, 441-455, July—Aug., 1948. 1 ref. 


Haematemesis has been reported in association with 
cerebral tumours and after cerebral operations, but it is 
apparently a rare sequel of infections of the central 
nervous system and vascular accidents. ‘Three cases are 
reported in which severe haematemesis without demon- 
strable local lesion followed an infection. 

A male aged 20 was found to have weakness of the 
right cranial nerves after a severe gastric haemorrhage. 
He gradually recovered during the next 3 months, and the 
final diagnosis was of a virus encephalitis. A child aged 
7 with tuberculous meningitis was unsuccessfully treated 
with streptomycin. There was a severe haematemesis 5 
weeks from the onset and 4 weeks before death. Necropsy 
was apparently not carried out. A male tabetic, aged 50, 
had a severe haematemesis in the absence of gastric 
crises and digestive symptoms. There was no evidence 
ofa peptic ulcer or of liver disease. 

It is concluded that transient, easily overlooked 
cerebral conditions may be responsibie for some of the 
25% of gastro-intestinal haemorrhages for which no 
cause can be found. The relation between the autonomic 


‘Nervous system and the gastric mucosa is discussed, but 


no new viewpoint emerges. Denys Jennings 


1172. A Study on the Occurrence of Pneumoperitoneum 
After Gastroscopy and the Observance of Interstitial 
Emphysema of the Stomach 

J. Mynre and J. A. WiLson. Gastroenterology [Gastro- 
enterology] 11, 115-119, July, 1948. 3 figs., 9 refs. 


1173. Cicatrizing Enteritis (Regional Ileitis) as a Patho- 
, Entity. Analysis of One Hundred and Twenty 


.. WARREN and S. C. SOMMERS. American Journal of 
Pathology [Amer. J. Path.] 24, 475-501, May, 1948. 
10 figs., bibliography. 


This paper presents the results of analysis of 120 cases 
of regional ileitis, with a review of the literature. Em- 
phasis is laid on macroscopical and microscopical morbid 
anatomical features, descriptions being given of acute, 
subacute, and chronic phases. The chronic phase—the 
most common—is dealt with in detail. Early changes, 
not previously described, were observed in the gut and 
lymph nodes. In the gut, between the lymph nodes and 
muscularis mucosae, there was observed focal prolifera- 
tion of lymphatic endothelium, leading to obstruction with 
dilatation and oedema. _Similar changes are seen later 
in the submucosa and subserosa; the endothelial cells 
coalesce to form giant cells; eosinophils and lymphocytes 
surround the endothelial masses. Similar changes occur 
in mesenteric lymph nodes and vessels. Ulceration does 
not appear until oedema is considerable; the resulting 
non-specific inflammatory changes often overshadow the 
early granulomata. Differential diagnosis is seldom a 
problem but may be difficult. The aetiology remains 
unknown. As regards pathogenesis, lymphatic blockade 
is considered of fundamental significance. 

_R. R. Wilson 


1174. The Hematologic and Clinical Response of Persons 
with Tropical Sprue to Vitamin B,, [In English] 

T. D. Spres, G. G. Lopez, F. MrLanes, R. Lopez Toca, 
and B. Cutver. Internationale Zeitschrift fiir Vitamin- 
forschung (Int. Z. Vitaminforsch.| 20, 209-216, 1948. 
1 fig., 7 refs. 


In Cuba 4 patients suffering from megaloblastic 
anaemia associated with the sprue syndrome were treated 
with vitamin B,., which was given intramuscularly in a 
single dose of 15 yg. in 3 patients and of 23 jg. in the 
fourth. In each case there was a prompt haematological 
response accompanied by a marked clinical improvement 


‘during the recorded periods of observation, which were 


from 10 to 12 days subsequent to the administration of 
the vitamin. L. J. Davis 


1175. Fat and Nitrogen Absorption after Folic Acid 
Administration in Dogs Deprived of External Pancreatic 
Secretion 

G. F. DouaGtas and T. D. Pratt. Proceedings of the 
Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N.Y.] 68, 171-174, May, 1948. 7 refs. 


In 5 dogs deprived of external pancreatic secretion 
20 to 200 mg. doses of folic acid daily caused no signi- 
_ficant alteration in the amount of fat or nitrogen absorbed. 
Once again the measurement of the percentage of fat 
in the faeces as a means of estimating absorption is 
condemned, and the need for controlled and measured 
intake and output in the assessment of fat absorption 
is emphasized. A. C. Frazer 
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1176. The Response of Human Intestinal Motility to 
Tetraethyl! Ammonium Chloride 

E. L. Posey, H. S. Brown, and J. A. BARGEN. Gastro- 
enterology [Gastroenterology] 11, 83-89, July, 1948. 2 
figs., 17 refs. 


The spontaneous rhythmic motility of parts of the 
colon (and in 1 case of the ileum) was measured in 4 
subjects with colostomy openings. Condom rubber 


- balloons with a hydrostatic pressure of 18 cm. inside 


them were inserted in the intestine. Fluctuations were 
recorded photographically from the movements of optical 
manometers. Control observations were made for 30 to 
45 minutes before intravenous administration of 200 mg. 
of tetraethylammonium chloride (TEAC). One-half 
minute to 3 minutes after the injection the intestinal 
movements were inhibited and remained so for 22 to 65 
minutes (a longer period on the average than that of 
inhibition of movements noted in the human stomach in 
previous experiments). The intestinal tone appeared 
to be slightly depressed. In 1 subject fibrillary twitchings 
at a rate of 24 per minute developed and lasted for 3 
minutes. 

The authors come to the conclusion that since TEAC 
blocks impulses traversing autonomic ganglia, the in- 
hibition of intestinal motility by the drug suggests that 
rhythmic intestinal movements are initiated by the auto- 
nomic nervous system. Further work on the effect of 
TEAC on isolated intestinal musculature is pending. 

John Naish 


GALL-BLADDER; PANCREAS 


1177. Correlation between the Cholecystogram and the 
Secretin Test for Gall Bladder Function 

W. J. Snape, M. H. F. FrigpMAN, and P. C. SWENSON. 
American Journal of Medical Sciences [Amer. J. med. 
Sci.] 216, 188-194, Aug., 1948. 1 fig., 17 refs. 


Three separate hormones influencing the flow of bile 
can be isolated from the mucosa of the small intestine. 
Cholecystokinin causes contraction of the gall-bladder; 
hepatocrinin stimulates the secretion of bile but has no 
effect on the pancreas; secretin stimulates both liver and 
pancreatic secretion. Secretin has been used by several 
authors in a test of gall-bladder function. A healthy 
gall-bladder takes up the additional secretion of bile 
produced by secretin, and in consequence there is little 
or no rise in the concentration of bile in the duodenal 
contents. On the other hand, in a subject in whom chole- 
cystectomy has been performed, secretin leads to a sharp 
rise in the concentration of bile in the duodenal contents. 

In the present study of 54 patients with various diseases, 
the effect of secretin on the bile content of the duodenal 
fluid is compared with the results of Graham’s test. In 
34, both tests revealed normal gall-bladder function; 
good concentration of dye was shown in the radiographs, 
and secretin failed to produce any increased outflow of 
bile. In 11 patients both tests gave abnormal results; 
the gall-bladder failed to concentrate the dye and there 
was an increased outflow of bile into the duodenum. In 
9 patients the results of the two tests disagreed; these 
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case histories are given in detail. In 3 cases of ulcerative 
colitis the secretin test suggested abnormal gall-bladder 
function despite a normal concentration of dye. Ip 
2 cases of steatorrhoea the secretin test was normal but 
there was no concentration of dye; in both these cases 
a normal gall-bladder was found at necropsy. In 2 cases 
of proved gall-bladder disease the secretin test gave 
abnormal results but the radiograph showed a faint 
concentration of dye. In 2 cases with normal radio- 
graphs the result of the secretin test was abnormal, and 
no explanation could be found for this. 

The authors conclude that in a few cases, where there 
is some doubt about the radiological findings, the secretin 
test is useful. Denys Jennings 


1178. The Significance of Electrocardiographic Examina- 
tion and Determination of the Calcium Level in Blood in 
the Diagnosis and Treatment of Acute Necrosis of the 
Pancreas. (Znaczenie badania elektrokardiograficznego 
oraz okreSlenia pozioumu wapnia we krwi w rozpozna- 
waniu i leczeniu martwicy balsera) 

S. E. LuczyNski. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 3, 1025-1026, Aug. 30, 1948. 1 fig. 


In this preliminary report attention is drawn to the 
electrocardiographic changes and the lowering of the 
blood calcium level observed in 2 cases of acute necrosis 


of the pancreas. The electrocardiographic changes . 


consisted of a prolongation of the Q-T interval with 
increase in T, and bradycardia. The electrocardiogram 
resembled that seen in tetany and the blood calcium was 
found to be below the normal level. Intravenous in- 
jections of calcium relieved the symptoms considerably 
and one patient survived without surgical intervention. 
The author suggests that fatty necrosis of the pancreas 
lowers the level of calcium in the blood and consequently 
leads to an increase of vagal tonus and to electrocardio- 
graphic changes. J. T. Leyberg 


1179. Efficiency of Gastrointestinal Tract after Resection 
of Head of Pancreas 

E. E. WoLLAEGER, M. W. Comfort, O. T. CLAGETT, and 
A. E. OSTERBERG. Journal of the American Medical As- 
sociation [J. Amer. med. Ass.] 137, 838-848, July 3, 1948. 
6 figs., 18 refs. 


In this study the authors have endeavoured to estimate 
the degree of impairment of gastro-intestinal function 
after resection of the head of the pancreas. 

Ten patients were studied by intake-excretion methods 
at an interval after operation varying from 3 weeks to 12 
months. Two patients had undergone resection for 
severe chronic pancreatitis, and 8 for carcinoma (situated 
at the ampulla of Vater in 4, in the duodenum in 1, and 
in the head of the pancreas in 3). In 3 cases the external 
secretion of the pancreas was prevented from entering 
the alimentary tract; in 1 case the pancreas was anasto- 
mosed to the stomach and in 6 cases to the jejunum. 

Four different test diets were employed, each consisting 
of bland, easily digestible foods, low in bulk, which were 
served in 3 meals supplemented by several feeds between 
meals. Diets 1, 2, and 3 were of low-fat content (44 g.), 
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moderate-fat content (102 g.), and high-fat content 
(208 g.), respectively. Diets 2 and 4 were of high-protein 
content (118 g.), and low-protein content (61 g.) respec- 


_ tively, the amount of fat and the total calorie value in each 


being similar. The calorie intake was approximately 
2,400 C. (in the high-fat diet 2,800 C.). The procedures 
and laboratory methods have been described previously 


(Wollaeger et al., Gastroenterology, 1946, 6, 83). With 


few exceptions the periods of study extended over 6 days, 
the collection of stools being made with the help of car- 
mine markers. The faeces were analysed for total solids, 
fat (total lipid), and nitrogen. All urine passed during 
the period of study was collected and analysed for 
nitrogen. 

Intake-excretion studies were carried out as follows: 
(1) All 10 patients were given the moderately high-fat 
(102 g.) diet previously used for the study of 11 normal 
subjects. The results showed considerable variation in 
the degree of impairment of digestion and absorption. 


.The cause of such variation is not entirely clear but it is 


suggested that much of it is due to the amount and 
quality of the external pancreatic secretion which reaches 
the alimentary tract. Thus in the 3 patients in whom 
there was no communication between pancreas and gut 
large amounts of fat and nitrogen were lost in the faeces, 
whereas in those whose pancreas had been anastomosed 
to the jejunum the losses ranged from values similar to 
those in cases of duct ligation to values only slightly above 
the normal. Extensive damage to the pancreas might 
account for some of the high values and it is known too 
that partial gastrectomy alone may be followed by ex- 
cessive loss of fat and sometimes nitrogen in the faeces 
(Gastroenterology, 1946, 6, 93), though this loss was not 
of the same magnitude as that following resection of the 
head of the pancreas and duodenum. It seemed unlikely, 
therefore, that differences in pancreatic secretion alone 
were responsible for the variation in results. (2) With 
the same test diet 4 patients with pronounced functional 
impairment were given 5 g. pancreatin in enteric-coated 
tablets with each of the three meals daily. This resulted 
in a reduction in the losses of fat and protein by approxi- 
mately 50%. (3) Five patients received a low-fat diet, 
and | patient a high-fat diet. The results revealed that: 
(a) faecal losses of fat increased as the fat in the diet 
increased; (b) in spite of the great wastage in the faeces 
the actual amount of fat absorbed was increased by an 
increase in the amount of fat in the diet; (c) the efficiency 
of the gastro-intestinal tract decreased as the fat con- 
tent was raised, as shown by the fact that the average per- 
centage of fat absorbed dropped from 51% with a low fat 
intake to 44°%% with a moderate and 30% with a high fat 
intake. Further, patients on the high-fat diet often have 
more frequent and copious bowel movements and experi- 


_ence a greater degree of abdominal discomfort than when 


the diet is low in fat. Such patients are advised to limit 
their fat intake to 50 to 75 g. per day. (4) In 4 patients 
results of a low-protein diet were compared with those 
of a high-protein diet. Faecal loss of protein increased 
with the addition of protein to the diet. The actual 
amount of protein absorbed was raised by increasing the 
dietary protein, and gastro-intestinal efficiency increased 


Tather than diminished, as was the case with fat. Ap- 


proximately 60% of the ingested protein was absorbed 
with the high-protein intake as against 51% with the low. 
Large amounts of protein, 120 to 140 g. per day, are, 
therefore, indicated for patients who have undergone 
resection of the head of the pancreas. 

No control studies of normal subjects have been carried 
out with the low-fat and low-protein diets. Control 
studies of the high-fat and moderately high-fat diets have 


- already been published (Gastroenterology, 1947, 9, 272). 


[This is an important study, fully tabulated, of a 
difficult subject and should be read in conjunction with 
other similar studies, referred to in the abstract, by the 
same authors. The results are applicable to other forms 
of small intestine dysfunction associated with steator- 
rhoea. The beneficial results of pancreatin in adequate 
dosage seem to be established.] - T. L. Hardy 
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1180. Cirrhosis of the Liver in Ceylon and its Relation 
to Diet. A Review of 102 Cases 

P. B. FERNANDO, O. R. MEDONZA, and P. K. RAJASURIYA. 
a [Lancet] 2, 205-211, Aug. 7, 1948. 9 figs., 
17 refs. 


It is clearly desirable that all the recent work, mainly 
on small experimental animals, on the relation of diet 
to chronic disease of the liver, especially cirrhosis, should 
be checked by observations on patients. This refers 
especially to tropical countries in which dietetic defects 
are common, and the authors in Ceylon have now 
analysed 102 cases of hepatic cirrhosis, paying special 
attention to diet as a, possible aetiological factor. In 
15 cases the lesion in the liver had obviously followed 
necrosis—eight times as a sequel to acute infective 
hepatitis, and six times after a long period of protein 
deficiency. All the remaining 87 patients showed 
typical Laénnec’s cirrhosis, but a good dietetic history 
was available in only 43 of them. In this group of 43 
a lipotropic deficiency in diet seemed a probable aetio- 
logical factor in 48-8%, whereas alcoholism was con- 
sidered to be the direct cause of the cirrhosis in 27-9%. 
In 23-3% the cause of the cirrhosis was undetermined, 
and malaria, dyséntery, and food-condiments could 
apparently be excluded. The authors state that the 
occurrence of cirrhosis of the liver in Ceylon appears to 
be intermediate between its incidences in Europe and in 
India. J. W. McNee 


1181. Dietary. Treatment of Cirrhosis of the Liver. 
Results in One Hundred and Twenty-four Patients 
Observed During a Ten Year Period 

A. J. Patek, J. Post, O. D. RATNoFF, H. MANKIN, and 
R. W. Hititman. Journal of the American Medical 
Association [J. Amer. med. Ass.| 138, 543-549, Oct. 23, 
1948. 2 figs., 28 refs. : 


In 1937 Patek claimed favourable results in 13 patients 
with cirrhosis of the liver treated with a special diet. 
In 1941 Patek and Post had extended their series to 41 
patients on the same regimen, and in the present paper 
describe results in 124 cases treated during the past 
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10 years. The diet given is rich in protein with supple- 
ments of vitamin B complex. As a control series, 386 
patients treated in five different hospitals between 1920 
and 1940 are compared. 

All the 124 patients showed some signs of hepatic 
failure, and clinical improvement was noted in 61. In 
54 patients there was absolutely no response, but many 
of these were too ill to co-operate in the dietary pro- 
gramme. Duration of life after ascites had set in was 
greater than in the control series, 30% of the “ treated ”” 
patients being alive 5 years later but only 7% of the con- 
trols. The conclusions drawn are old but quite worth 
repeating. Laénnec’s cirrhosis need not be a progressive 
disease if properly treated, and if the condition is 
diagnosed early enough the liver may recover 
“* spontaneously ” in a remarkable way. J. W. McNee 


1182. The Effect of Choline, Methionine, and Low Fat 
Dist on the Lil Expectancy of Patients with Cirrhosis of 
the Liver 

L. Wape, L. Neuporrr, H. Fritz, and M. Kart. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin, Med.] 33, 1123-1132, Sept., 1948. 4 figs., 7 refs. 


Although many recent papers have acclaimed the value 
of special diets in the treatment of cirrhosis of the liver, 
especially those containing methionine, cystine, and 
choline, other papers are now appearing which suggest 
that the importance of these dietetic factors in cirrhosis 
has been exaggerated. The authors of the present article 
describe the results of treatment in 224 patients with 
hepatic cirrhosis on a very carefully controlled dietetic 
regimen, and compare them with those obtained in an 
earlier group of patients treated differently. The diet 
contained 100 g. of protein (presumably providing 
adequate methionine and cystine), 50 g. of fat, ample 
carbohydrate, with supplements of methionine (from 
milk) and 1 to 6 g. daily of choline. Vitamins A and D 
were also given to compensate for the restriction in fats. 
The authors conclude that “ low fat diets supplemented 
by 1 to 8 g. of choline and one quart of skimmed milk 
daily (0-9 g. methionine) failed to influence the life span 
of patients with cirrhosis of the liver, even though these 
patients were much more closely supervised than the 
control series ” J. W. McNee 


1183. Relation between Structural and Functional 
Alterations of the Liver 

M. FRANKLIN, H. Popper, F. STEIGMANN, and D. D. 
Kozo... Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 33, 435-447, April, 1948. 6 figs., 
43 refs. 


The authors carried out 165 liver biopsies on 130 
patients suffering from various types of liver disease. 
The main histological features were statistically compared 
with the results of a series of liver function tests carried 

-out within 2 days of the biopsy. Among the many 
results the following may be quoted. Diffuse liver-cell 
damage was found to be significantly correlated with 
cephalin-cholesterol flocculation, thymol turbidity, 
albumin-globulin ratio, and bromsulphalein studies, 


but not with total serum protein or alkaline phospha- 
tase values. Focal necrosis and fatty change were not 
associated with any significant change in the liver 
function tests. Regeneration was correlated with 
increased thymol turbidity. [The original should be 
consulted for other results.] The authors are careful to 
point out that the statistical correlations disclosed do not 
prove that abnormal function is necessarily caused by the 
associated pathological change. Douglas H. Collins 


1184. Criteria for the Measurement of Results of Treat- 
ment in Fatty Cirrhosis 

W. VoLwiLer, C. M. Jones, and T. B. MALLORY. Gastro- 
enterology [Gastroenterology] 11, 164-182, Aug., 1948, 
6 figs., 36 refs. 


This is a useful “* debunking ’’ paper about the “* fancy ” 
diets, and lipotropic and amino-acid supplements used in 
the treatment of hepatic cirrhosis. At the Massachusetts 
General Hospital, Boston, portal hepatic cirrhosis is now 
divided into two groups—toxic or post-atrophic (post- 
necrotic), and fatty or Laénnec’s cirrhosis—the latter 
nearly always associated with alcoholism and defective. 
nutrition. 

The treatment of 13 cases of the fatty (Laénnec) type 
of cirrhosis is described, and it is suggested that for real 
assessment of improvement three criteria are necessary: 
(1) clinical improvement; (2) improvement in liver 
function tests; (3) repair of damage as shown by 
repeated needle biopsy. On these criteria the authors 
consider the results of high-protein diets, high-fat diets, 
high-carbohydrate diets, lipotropic agents, and amino- 
acids. They conclude that none of the “* fancy ”’ diets or 
supplements can replace a proper balanced diet, so 
long as the patient eats well; also that, so long as the 
patient eats well, alcohol in moderation does no 
further damage to the liver. J. W. McNee 


1185. Prothrombin in Liver Disease: A Clinical Evalua- 
tion of the Two-stage Method 

F. D. Mann, H. R. Butt, and M. Hurn. Gastro- 
enterology (Gastroenterology| 11, 221-226, Aug., 1948, 


_ 10 refs. 


The authors point out that strong evidence exists that 
the liver is intimately concerned with maintaining the 
normal level of prothrombin in the blood. Attempts 
have been made, with varying techniques, to use the 
prothrombin level as an index of liver function, but not 
at all successfully. In most observations Quick’s s0- 
called one-stage method has been employed; in a few a 
two-stage method. The present authors are familiar 
with these two methods, and in 34 patients suffering from 
hepatic disease have contrasted them with other methods, 
especially the well-known bromsulphalein retention test 
of liver function. They record their conclusions as 
follows: ‘‘ The two-stage prothrombin determination 


often detects hypoprothrombinemia in cases of liver: 


disease in which the one-stage prothrombin time is 
inconclusive. The data now available suggest a relation- 
ship between hypoprothrombinemia and clinical severity 
of liver disease ”’. J. W. McNee 
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1186. Thiouracil and its Derivatives in the Routine Treat- 
ment of Thyrotoxicosis 

H. P. Himswortu. British Medical Journal (Brit. med. 
J] 2, 61-64, July 10, 1948. 9 refs. 


Asa result of his experiences in the use of the thiouracil 
series of drugs over the past 5 years the author comes to 


’ several important conclusions. No degree of thyro- 


toxicosis is too severe for thiouracil therapy, but in many 
cases the condition is too severe for any other form of 
therapy. The more severe the case the more dramatic 
the response, while in patients with nodular goitres and 
those who have already received iodine therapy the con- 
dition is relatively resistant. Patients about to undergo 
thyroidectomy may be treated with thiouracil as a pre- 
operative measure, iodine being substituted immediately 
before operation. The dose advocated is 200 mg. daily 
until control has been achieved, when a maintenance 


dosage of 25 to 100 mg. daily will suffice. The mainten- ° 


ance dosage should be continued for about 12 months, 
after which it can be halved for a further 3 to 6 months 
and then discontinued. The correct dose is that which 
will maintain weight and keep symptoms in abeyance 
and the pulse rate in the region of 80. Overdosage 
rapidly induces myxoedema. 

The difference between lid retraction, revealed by 
visible sclera above the cornea, and exophthalmos, 
revealed by visible sclera below the cornea, is stressed. 
Thiouracil therapy does not influence exophthalmos, but 
abolishes lid retraction in two-thirds of cases and reduces 
its degree in practically all. The size of nodular goitres 
remains unchanged, while diffuse goitres may diminish in 
size, disappear, or remain unchanged in size. Enlarge- 
ment occurs with overdosage. Auricular fibrillation, if 
paroxysmal, yields to thiouracil; if persistent it may also 
do so. If it does not, the rhythm can be restored to 
normal with quinidine. 

A patient starting thiouracil therapy has a 3 to 1 chance 
of an apparently permanent remission after 9 to 21 
months of treatment. It is suggested that either: 
(1) thyrotoxicosis is a condition of limited duration tend- 
ing to spontaneous cure in months or years, and both 
thiouracil and thyroidectomy tide the patient over until 
a spontaneous remission occurs, or (2) the heightened 


metabolism is reduced to normal by curtailing the pro- 


duction of thyroid hormone and is maintained at this 
lower level. 

Manifestations of idiosyncrasy consist of skin rashes 
and drug fever. Provided these are not accompanied by 
agranulocytosis there is no indication for ceasing treat- 
ment. Agranulocytosis occurred in 207 of 9,281 cases, 
an incidence of approximately 2%. A quarter of these 
patients died. Treatment consists in permanent with- 
drawal of the drug and administration of an adequate 
course of penicillin. The author considers that carrying 


out periodic leucocyte counts is without value and em- 
phasizes that the patient must inform his doctor and 
cease the thiouracil if he develops fever or a sore throat. 
A leucocyte count should then be carried out. 

Surgical treatment is indicated where there is tracheal 
compression, suspicion of malignancy, or wedging of a 
goitre in the upper aperture of the thorax; and may be 
advised if there has been relapse after a prolonged course 
of medical treatment. Geoffrey McComas 


1187. Liver Function Tests in Cases Treated with Thio- 
uracil Compounds 

J. Goopwin. British Medical Journal (Brit. med. J.| 2, 
64-67, July 10, 1984. 13 refs. 


Serial liver function tests were carried out at 6-monthly 
intervals over a period of 12 months on 81 patients who 
were under treatment with thiouracil compounds for 
thyrotoxicosis, the following tests, being used: serum 
bilirubin and serum alkaline phosphatase determinations ; 
Takata—Ara reaction; thymol-turbidity test; total serum 
protein, albumin, globulin, and albumin-globulin ratio 
determinations. 

All the patients had been under treatment with thio- 
uracil compounds for periods varying from 2 weeks to 3 
years, and 32 (40%) showed some abnormality of liver 
function. Only 8 patients were tested before therapy was 
started, and of these 6 showed abnormalities. The effect 
of thiouracil therapy of up to 6 months’ duration was 
assessed in these 6 cases. In 5 cases liver function im- 
proved and in 1 case it was further impaired. In the 
series in general, the most frequent types of abnormality 
were a rise in alkaline phosphatase level (16 cases) com- 
bined with a positive Takata—Ara reaction (18 cases). 
There was a rise in serum bilirubin level in 3, a fall in the 
albumin-globulin ratio in 2, and a rise in the number of 
units in the thymol turbidity test in 2 cases. It is sug- 
gested that the rise in alkaline phosphatase level is likely 
to be at least partly due to the generalized osteoporosis 
which occurs in thyrotoxicosis. However, when there 
was an abnormal result in two or more tests in the same 
patient, this was taken to indicate the presence of liver 
damage; this occurred in 8 cases in the series. Two of 
these patients were jaundiced, and 1 died from multi- 
lobular hepatic cirrhosis. He had a history of recurrent 
thyrotoxicosis for 14 years, and 9 months before death 
had a serum bilirubin value of 1-2 mg. The other 
patient, in whom liver biopsy revealed only biliary con- 
gestion, improved with thiouracil therapy. In 24 cases 
there were abnormal results of 1 test or more. In these 
cases further thiouracil therapy was followed by dis- 
appearance or lessening of the abnormalitiesin 14 patients, 
by development of further abnormalities in 4, and by 
inconclusive changes in 2. 

It is concluded that, while liver damage as shown . 
biochemically may develop or progress during thiouracil 
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treatment, in some cases function improves after treat- 
ment. It does not appear, therefore, that thiouracil 
compounds damage the liver, at any rate to any serious 
extent. Whereas in some cases deterioration of liver 
function does occur under treatment, this should not be 
taken as a contraindication to thiouracil therapy, for 
such deterioration may be due to the thyrotoxicosis 
rather than to the thiouracil. R. B. Lucas 


1188. Some Pharmacological Properties of Thiouracil. 
[In English] 

H. Ra&SkovA. Archives Internationales de* Pharmaco- 
dynamie et de Thérapie [Arch. int. Pharmacodyn.] 
442-449, June 1, 1948. 9 figs., 14 refs. 


The author finds that thiouracil inhibits the response 
of isolated rabbit uterus to adrenaline, and that the 
percentage inhibition is proportional to the logarithm 
of the concentration of thiouracil over the range 1 in 
1,000 to 1 in 8,000. Thiouracil and methylthiouracil 
increase the amplitude of contraction of isolated auricle 
of rabbit heart and regularize the beat in irregularly 
contracting auricles. These drugs in concentrations of 
1 in 1,000 to 1 in 4,000 increase the response to acetyl- 
choline of isolated rabbit auricle and frog rectus and of 
rabbit duodenum and guinea-pig ileum. The effect of 
thiouracil on the contraction of the gut due to acetyl- 
choline is transient and demonstrable only if the latter is 
added immediately after the former. Thiouracil alone 
(1 in 2,000) produces a transient contraction in isolated 
rabbit duodenum. [The details in this paper are some- 
what scanty.] A. L. Walpole 


1189. The Antagonistic Action of Methylthiouracil on 
the Inhibitory Effect of Thyroxin on Serum Lipase. [In 
English] 

G. Acta Endocrinologica [Acta endocrinol., 
Kbh.] 1, 248-257, 1948. 2 figs., 24 refs. 


The action of thyroxine in reducing the serum lipase 
level can be inhibited by methylthiouracil. A dose of 
0-025 g. of methylthiouracil per kilo had a statistically 
significant effect in counteracting the action of 0-25 mg. 
of thyroxine per kilo in rabbits. A. C. Crooke 


1190. Use of Propylthiouracil in the Treatment of Toxic 
Goiter 

A. S. Jackson. Archives of Surgery [Arch. Surg., 
Chicago] 56, 586-595, May, 1948. 6 figs., 1 ref. 


From a study of 170 patients given propylthiouracil 
for thyrotoxicosis the author arrives at certain con- 
clusions. Such therapy, if continued for several months, 
will make operation possible in patients with advanced 
multiple toxic adenomata complicated by serious cardio- 
vascular conditions with almost as little risk as in patients 
with non-toxic disease. Diabetes and senility are not. 
now contraindications to operation. While prolonged 
administration of the drug alone may effect a cure in 
some early cases of exophthalmic goitre, the results in 
the author’s experience are disappointing; symptoms 
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recurred in all but 2 out of 41 patients who had had the 
drug for 4 to 18 months. Thyroidectomy must be 


- performed in all cases of toxic adenomatous goitre ip 


order to effect a cure. Propylthiouracil is especially 
beneficial in the iodine-fast type of case, in the aged, 
in children, and in pregnant women, but in the average 
patient iodine therapy alone is adequate in pre-operative 
preparation. Granulocytopenia and other reactions 
seem to be much less frequent with propylthiouracil 
than with thiouracil. Charles Donald 


1191. Agranulocytosis during Propylthiouracil Therapy 
E. C. BARTELS. American Journal of Medicine [Amer. J. 
Med.) 5, 48-52, July, 1948. 1 fig., 9 refs. 


The author quotes a series of 1,100 cases of thyrotoxi- 
cosis in which thiouracil or its derivatives were given as 
a pre-operative measure before thyroidectomy. Four 
hundred patients received thiouracil with a reaction in- 
cidence of 9%. The reactions included pyrexia, skin 
rash, granulocytopenia, swelling of salivary glands, and 
oedema of the skin. Twenty-eight patients were given 
thiobarbital with a reaction incidence of 28%. The 
remaining 672 patients received propylthiouracil. Re- 
actions occurred in 13 cases, an incidence of 1-9% 
There were 10 cases of agranulocytosis, leucopenia, or 
granulocytopenia. In each case withdrawal of the drug 
and penicillin therapy restored the white .cell count to 
normal. Geoffrey McComas 


1192. The Urinary Excretion of Radioactive Iodine as an 
Aid in the Diagnosis of Hyperthyroidism 

J. W. McArtuur, R. W. RAwson, R. G. FLUHARTY, and 
J. H. Means. Annals of Internal Medicine [Ann. intern. 
Med.] 29, 229-237, Aug., 1948. 2 figs., 19 refs. 


The authors, working at the Massachusetts General 
Hospital, have attempted to evaluate the 48-hour excre- 
tion of radioactive iodine (I1*") as an indicator of thyroid 
activity. Doses of I**! used varied from 50 to 2,000 
microcuries (usually. 100 microcuries; inert iodine 2 to 
160 yg.). In.22 cases of untreated classical Graves’s 
disease (subsequently confirmed by operation) the mean 
excretion was 25% of the dose (range 7 to 45%). In 
30 non-thyrotoxic cases (including 18 cases in which the 
diagnosis of thyrotoxicosis had been previously consi- 
dered but ultimately ruled out) the mean excretion was 
60% (range 23 to 98%). [Reference to Table II does not 
show any “ non-thyrotoxic ’’ patient with a value of 23%, 
The lowest value given is 32% in case 12.] 

Urinary excretion values for I'*1 may be affected by 
various other factors—for example, previous iodine or 
thiouracil medication, or impaired renal function from 
any cause. A very low excretion of I'*1 aids in the 
diagnosis of thyrotoxicosis. With intermediate values 
(30 to 40%) the test does not help in diagnosis. High 
excretion values, however, have been useful in excluding 
thyrotoxicosis in cases in which there is raised metabolism 
from other causes, such as alcoholism, anxiety, compen- 
sated hypertensive heart disease, Parkinsonism, phaeo- 
chromocytoma, and thyrotoxicosis factitia. In the 
thyrotoxic group there was no absolute correlation 
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between the basal metabolic rate and I'*? excretion 
values. It was therefore concluded that these two 
factors measure different aspects of thyroid function. 
{It should be noted that different investigators give 
different figures for these excretion values.] 
G. Ansell 


1193. Radioactive Iodine: Its Use in Studying the 
Urinary Excretion of Iodine by Humans in Various States 
of Thyroid Function. A Preliminary Report. [In Eng- 
lish} 

B. SKANSE. Acta Medica Scandinavica [Acta med. 
scand.| 131, 251-268, 1948. 4 figs., 23 refs. 


The author summarizes some of the earlier work on 
radioactive iodine (radio-iodine) and then gives his results 
at the Massachusetts General Hospital. All patients 
received 100 microcuries (jc.) of radio-iodine (I***) with 
100 yg. sodium iodide as carrier. Carrier-free iodine 
was not used, because of an earlier observation that some 
of the activity was occasionally lost on the walls of glass 
vessels. The I**1 was administered orally, usually to 
fasting patients. Urine was collected over 48 hours 
(0 to 24 hours and 24 to 48 hours). Radioactivity 
measurements were made on 0-2 ml. samples of urine 
precipitated with 0-2 ml. silver nitrate (1 mg. silver per 
ml.). In 25 cases of untreated thyrotoxicosis the urinary 
excretion varied from 6:2 to 32-:3% (mean 19:2%). In 
6 cases of myxoedema the output was 72-4 to 91-7%. 
In 15 euthyroid individuals the output was 52:7 to 
84-1% (mean 66°6%). There was little if any correlation 
between excretion values and the basal metabolic rate in 
the thyrotoxic group. Curves are given for 10 thyrotoxic 
and 8 euthyroid individuals showing the excretion values 
measured at 0 to 6 hours, 6 to 12 hours, 12 to 24 hours, 
and 24 to 48 hours. G. Ansell 


1194. The Influence of Estrogens on Thyroid Function as 
Measured by Uptake of Radio-active Iodine 

K. E. Pascukis, A. CANTAROW, and W. C. PEACOCK. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 485-486, 
July-Aug., 1948. 3 refs. 


It is usually believed that ovariectomy results in in- 
creased output of thyroid hormone and that administra- 
tion of oestrogens depresses thyroid function by inhibition 
of the pituitary. In this study at the Jefferson Medical 
College, Philadelphia, 159 female rats were kept on a 
diet which was slightly deficient in iodine; the animals 
were divided into two groups with controls; one group 
was spayed and the other received injection of «-oestradiol 
benzoate. At the end of the experiment, tracer doses 
of _Tadioactive iodine (I'*1) were administered; the 
animals were killed 4 hours later and the uptake of I**1 
by the thyroids was determined by measuring the 
radioactivity of alkaline digests. There was no difference 
in the uptake in females 64 days after ovariectomy, as 
compared with the controls. Furthermore, the injection 
of oestradiol benzoate in quantities of 150 to 600 pg. 
over | to 4 weeks failed to influence the uptake of I'*?. 
The authors are cautious in drawing conclusions, and 


point out that the uptake of iodine is only one aspect of 
thyroid function. It is also possible.that more prolonged 
treatment with large doses, or a different level of dietary 
iodine, might have different results. G. Ansell 


1195. Synthetic Iodocaseins with Thyroid Activity in the 
Treatment of Hypothyroidism. (Les iodocaséines arti- 
ficielles possédant une activité thyroidienne dans le 
traitement des hypothyroidies) 

L. pe GeNNes and G. DeLtour. Annales d’Endocrino- 
logie [Ann. Endocrinol., Paris] 9, 223-234, 1948. 16 refs. 


Four different iodocaseins have been prepared, with a 
total content of iodine of from 8-08 to 9-18%. The 
thyroxine content, estimated by the method of Roche 
and Michel, was between 1-27 and 1:7%. Twelve cases 
of myxoedema were treated, partly with these substances 
exclusively, partly alternating with thyroid extract. The 
daily iodocasein dose varied between 0-01 and 0-4 g. 
In all the cases the basal metabolic rate increased re- 
markably. It is pointed out that these substances have 
a stronger effect on myxoedema than thyroid extract 
without causing unpleasant side-effects, such as palpita- 
tions, tachycardia, diarrhoea, and nervous irritability. 

H. Herxheimer 


1196. The Antithyroid Effect of Certain Foods in Man as 
Determined with Radioactive Iodine 

M. A. Greer and E. B. Astwoop. Endocrinology 
[Endocringlogy] 43, 105-119, Aug., 1948. 7 figs., 14 refs. 


The iodine-deficiency theory cannot satisfactorily 
explain the onset of sporadic goitre. Many earlier 
hypotheses have sought to incriminate food as a cause, 
and in rabbits, for instance, cabbage is known to have a 
definite goitrogenic effect. Using radioactive iodine 
(1181), the authors have investigated the antithyroid 
activity of 61 different foods in 100 volunteers at the 
Tufts Medical School, Boston; 100 microcuries of [#4 
was administered in the fasting state and measurements 
by Geiger—Miiller counter made over the thyroid isthmus 
at 15-minute intervals. The number of counts per 
second plotted against the square root of the time in 
minutes produces a straight line (with normal thyroids) 
which is constant for each subject over 8 to 12 hours. 
This has been termed the “ accumulation gradient ”’ 
[see Abstracts of World Medicine, 1948, 4, 74]. When 
after 60 to 90 minutes the slope of this “* gradient ” had 
been established the food to be tested was eaten and fur- 
ther counts were taken at hourly intervals. Antithyroid 
effect of the food was shown by a deviation from the 
calculated accumulation gradient. The most effective of 
the foods was raw rutabaga; cooked rutabaga had no 
effect. Other foods which produced some antithyroid . 
activity included beets, spinach, filberts, walnuts, baked 
beans, string beans, peas, peanuts, carrots, pears, and . 
strawberries. Cabbage had very little effect. As regards 
animal products milk had the most pronounced anti- 
thyroid action; ‘beef liver had a less marked effect. 
Many of these foods were active only \in the raw state, 
and it was thought that in some cases cooking removed 
water-soluble antithyroid substances in the cooking 
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juices. Raw oysters and clams also depressed iodine 
uptake, but this may have been due to their high iodine 
content. There is probably a big variation in response 
to these goitrogenic foods, because many persons eat 
large amounts of these foods without developing goitre. 
If, however, the major portion of the diet were to be 
,limited to goitrogens, hyperplasia of the thyroid might 
ensue. This would be more likely if, in addition, the 
iodine supply was suboptimal. Goitre has, in fact, been 
known to develop in vegetarians and in patients who have 
suddenly developed a craving for certain foods. 
G. Ansell 


1197. Volume of the Blood in Patients with Toxic Goiter 
J. H. CLark and M. C. Linpem. Archives of Surgery 
[Arch. Surg., Chicago] 56, 579-585, May, 1948. 15 refs. 
The significance of haemoglobin deficiency in the 
depletion of protein associated with loss of weight in 
many types of chronic illness has recently been brought 
into prominence. This significance was studied by the 
authors in toxic goitre, especially in patients who failed 
to gain weight in the pre-operative period. Observations 
were made on the volumes of plasma, total circulating 
red blood cells, and total circulating plasma proteins in 
patients with toxic goitre before treatment and during 
convalescence. The results are presented in tabulated 
form. The conclusions are summarized thus: “In 
protein depletion resulting from hyperthyroidism there 
is a decrease in the volume of circulating blood, parti- 
cularly in the total volume of red blood cells. During 
convalescence following the removal of a hyperplastic 
goitre and prior to significant gain in weight there is a 
progressive increase in the volume of circulating blood. 
Patients with hyperthyroidism who fail to respond to 
routine pre-operative treatment are better operative risks 
following correction of haemoglobin deficits with whole 
blood transfusions ”’. Charles Donald 


See also Section Pathology, Abstract 1025. 
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1198. The Blood Picture in Addison’s Disease 
J. BAEZ-VILLASENoR, C. E. Ratu, and C. A. FINCH. 
Blood [Blood] 3, 769-773, July, 1948. 6 refs. 


Neutropenia and lymphocytosis, accompanied by 
generalized hypertrophy of the lymphoid tissue, are 
known to occur in Addison’s disease. The blood picture 
in this condition is also known to be to a great extent 
under the control of the adrenal steroids in the circulation. 
The authors wished to determine the effect of conditions 
of stress upon the blood picture of patients suffering 
from adrenal deficiency. One hundred cases, all of 
which responded to specific therapy and in all of which 
the diagnosis of Addison’s disease was further confirmed 
by estimations of urinary ketosteroid excretion, by x-ray 
demonstration of calcified adrenal glands, or at necropsy, 
were divided into three groups. Group I (28 cases) 
received no specific treatment, Group II (63 cases) were 
receiving replacement therapy, and Group III (9 cases) 


DISORDERS 


were studied both before and after specific therapy, 

_ The-comparative blood findings in those patients who 
developed intercurrent infections and those with no such 
complication ate set out in tables for the three groups, 
It was found that under conditions of stress there was 
an inability to respond and that the blood picture re. 
mained fixed in those cases where the adrenal steroids 
were deficient. While large doses of desoxycorticosterone 
or adrenal extract were ineffective, the administration 
of 17-oxysteroids produced both neutrophilia and 
lymphopenia. 

The anaemia present in Addison’s disease is of the 
normochromic and normocytic type. With specific 
treatment, however, there is an increase in blood volume 
which causes an apparent fall in haemoglobin value, 
When the water balance of the patient is once more 
stabilized, however, the haemoglobin percentage falls 
to its original (pre-treatment) level. ; 

H. Payling Wright 


1199. The Urinary Excretion of 17-Ketosteroids and of 
Corticosteroid-like Hormones by the Newborn Infant 

E. M. A. Day. Medical Journal of Australia [Med. J. 
Aust.] 2, 122-124, July 31, 1948. 12 refs. 


Urine was collected from 12 normal male infants by an 
external catheter. The output of 17-ketosteroids ranged 
from 0-13 to 0-67 mg. per 24 hours in infants delivered 
normally and from 0-25 to 3-37 mg. per 24 hours in 
infants delivered by Caesarean section. In 7 normal 
infants the corticosterone output per gramme of adrenal 
gland was approximately the same as in adults. . 

A. C. Crooke 


1200. The Urinary Excretion of 17-Ketosteroids in 
Women Determined by the Zimmermann Reaction. [In 
English} 

M. FuRUHJLEM. Acta Endocrinologica [Acta endocrinol., 
Kbh.] 1, 238-247, 1948. 1 fig., 13 refs. 


The Zimmermann reaction was found to give approxi- 
mately the same results as other methods of determining 
the 17-ketosteroid excretion in the urine reported in the 
literature. In a series of 19 healthy women studied for 
at least one ovarian cycle, the urinary output of 17- 
ketosteroids was found to vary between 1 and 17 mg. per 
24 hours. Most of the levels were between 4 and 8 mg. 
(170 to 279 determinations). There seemed to be 4 
tendency toward higher levels during the secretory 
phase. Of29cases of virilism, 3 with strongly pronounced 
virile symptoms showed an increased urinary excretion 
of 17-ketosteroids. Three of the 6 cases of Cushing's 
syndrome showed an increased 17-ketosteroid level— 
[Author’s summary.] 


1201. Relation of Adrenal Cortical Hormone to Lymphoid 
Tissue and Lymphocytes 

W. N. VALENTINE, C. G. CRapbock, and J. S. LAWRENCE. 
Blood [Blood] 3, 729-754, July, 1948. Bibliography. 


The first part of this paper describes experimental 
observations upon the effect of adrenal cortical hormone 
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on lymphocyte production in cats. A cannula was 
inserted in the thoracic duct at the point at which it 
enters the venous blood stream in the neck. Three 
groups of animals were studied: (1) normal controls, in 
order to observe the effect, if any, of the experimental 

ure; (2) normal cats receiving adrenal cor- 
tical hormone by injection 2 hours after the operation; 
(3) animals subjected to adrenalectomy also receiving 
the hormone; the observations upon this third group 


_ were made in order to discover whether the effect of the 


hormone was a direct one upon the lymphoid tissue or 
whether it was an indirect one through the intact adrenal 
gland. Lymph was collected volumetrically from all 
animals for 2 hours after operation, and white cell 
counts were made upon samples. In this way the mean 
total number of lymphocytes entering the blood could 
becalculated. After injection of the hormone, the mean 
total lymphocyte output per hour was compared with that 
found in the “* base-line ’’ observations. 

Comprehensive tables and statistical analyses are given; 
no statistically significant effect on the lymphocyte out- 
put could be demonstrated after the injection of adrenal 
cortical hormones in either the intact or the adrenal- 
ectomized animals. 

The second part of the paper is a review of the experi- 
mental and clinical observations upon the control and 
maintenance of lymphocytopoiesis. It covers a wide, 
though exclusively American, literature. 

H. Payling Wright 


1202. Changes in Circulating Leukocytes Induced by the 
Administration of Pituitary Adrenocorticotrophic Hormone 
(ACTH) in Man 
A. G. Hitis, P. H. ForsHam, and C. A. Fincu. Blood 
[Blood] 3, 755-768, July, 1948. 5 figs., 28 refs. 


The administration of pituitary adrenocorticotrophic 
hormone (ACTH) has previously been shown to alter 
the leucocytic pattern in the circulating blood of experi- 
mental animals. The effect in man has now been studied 
in an attempt to find the reason for the change in the 
blood picture observed in patients with Addison’s disease. 

A dose of 25 mg. purified ACTH was injected into 
8 normal fasting volunteers, and the differential leuco- 
cyte count was determined 2-hourly after the injeccion. 
After a latent period, a fall in the number of lymphocytes 
and eosinophils and a’ rise in neutrophils occurred, 
reaching a maximum in 4 hours; thereafter the count 
returned to the normal. The change was best expressed 
when the count 4 hours after injection was given as a 
Percentage of the initial count, since in this way individual 
variations in initial white cell counts were minimized. 
Dunger’s technique of counting eosinophil cells in a 
solution of aqueous eosin in acetone was slightly modified 
and used throughout the study, since it was found that. 
alterations in the numbers of these blood elements gave a 
sensitive measure of the change in leucocyte pattern. In 
a group of patients with various medical conditions, but 
in whom no adrenal insufficiency was suspected, a similar 
response to ACTH injection was obtained. 

When the findings. in 26 cases of Addison’s disease are 
considered, however, it is apparent that the response to 


ACTH is modified. The average neutrophil increase is 
about half that observed in the normal group, while the 
eosinophil and lymphocyte counts show little deviation 
from the pre-injection level. It appears, therefore, that 
ACTH exerts its effect in the normal person by stimula- 
tion of the adrenal cortex. This was further confirmed 
by the observation that, in patients with adrenal insuffi- 
ciency, a normal response to ACTH could be produced 


if 17-hydroxycorticosterone were administered before- 


hand. 

Finally the effect on the normal subject was studied of 
ACTH in doses of 10 mg. 6-hourly over 24 hours. The 
neutrophil response was sustained and the eosinophil 
count was depressed throughout. The lymphocyte 
count, however, was at first depressed but later returned 
to the initial value. Return to the initial leucocyte 
pattern took place within 12 hours of withdrawing the 
drug. From these observations it is suggested that the 
non-specific leucocytosis which follows many types of 
injury to the afiimal body (excluding infections) may be 
controlled by the adrenocortical hormone. 

H. Pavling Wright 


1203. Adrenal Cortical Tumor Associated with Cushing’s 


Syndrome. Report of a Case with Metabolic Studies and 
Remarks on the Pathogenesis of Cushing’s Syndrome 

E. J. Kepter, R. G. SpraGue, O. T. CLacett, M. H. 
Power, H. L. Mason, and H. M. Rocers. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.| 8, 499-531, 
July, 1948. 10 figs., 25 refs. 


The case is reported of a 26-year-old woman with 
Cushing’s syndrome associated with a left adrenal cortical 
tumour. Metabolic studies showed a negative nitrogen 
balance, with loss of potassium and retention of sodium 
and alkalosis on a low potassium diet, while potassium 
chloride by mouth tended to correct the nitrogen, potas- 
sium, and sodium balances and the alkalosis. 
of an adrenal cortical tumour resulted in retention of 
nitrogen, potassium, sodium, and chloride; creatinine 
practically disappeared from the urine and the urinary 
PH decreased significantly. The pathogenesis of Cush- 
ing’s disease is discussed. A. C. Crooke 


1204. A Test for Adrenal Cortical Insufficiency. The 
Response to Pituitary Adrenocorticotrophic Hormone 

G. W. Tuorn, P. H. Forsuam, F. T. G. Prunty, and 
A. G. Hits. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 137, 1005-1009, July 17, 1948. 
5 figs., 12 refs. 


Pituitary adrenocorticotrophic hormone given to a 
normal person causes a fall in the number of circulating 
eosinophil cells and an increase in the urinary excretion 
of uric acid. The maximum effects occur approximately 
4 hours after injection of the hormone, and they have 
been utilized in a test of adrenal cortical function. . The 
test is carried out as follows. No food is given after 


8 p.m. on the day preceding the test; water may be taken 
as desired. On the day of the test 200 ml. of water is 
given at 6, 8, and 10 a.m. Urine is collected from 
6 a.m. to 8 p.m. and an eosinophil count is made at 8 a.m. 
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trophic hormone is injected intramuscularly. Urine is 
collected from 9 a.m. to 12 p.m. and another eosinophil 
count made at 12 p.m. The absolute decrease of cir- 
culating eosinophils «is expressed as a percentage of the 
initial count. The two specimens of urine are analysed 
for uric acid and creatinine and the change in the uric 
acid-creatinine ratio computed. 

The results of these tests, carried out on some 60 sub- 
jects, including 24 with Addison’s disease, are analysed. 
A fall of 50% or more below the initial eosinophil count 
level and a rise of 50% or more in the uric acid—creatinine 
ratio above the initial level usually indicate a satisfactory 
adrenal cortical response. A. C. Crooke 


PITUITARY 


1205. Physiology and Pathology of Human Diabetes 
Insipidus. 1. The Polyuric Form. (Etude physiopatho- 
logique du diabéte insipide humain. I. La forme 
polyurique) 

R. Kouritsky and E, Fournier. Annales de Médecine 
[Ann. Méd.} 49, 135-172, 1948. 9 figs., 36 refs. 


The water balance and salt metabolism of, and the 
action of pituitrin on, 6 patients with the polyuric form 
of diabetes insipidus have been studied. The clinical 
findings in the disease are similar to those described by 
Veil (Biochem. Z., 1918, 91, 317)—that is, hyperpro- 
teinaemia, hyperchloraemia on a normal salt diet, and 
increased molecular concentration in the body fluids. 
When the fluid intake is restrictéd so that the urinary 
output falls to 60 to 80% of its normal value, the density 
of the urine does not rise. Injection of pituitrin produces 
a rapid recovery, which is more dramatic if the patient 
is maintained on a chloride-free diet. Pituitrin acts 
first on the polyuria and then on the thirst. The 
clinical effects on salt and water metabolism are in accord 
with the observations of Swann and Penner (Endo- 
crinology, 1939, 24, 2; 25, 288) on rats. This form 
occurs in about 20% of patients with diabetes insipidus 
and is usually caused by inflammation of either the 
posterior lobe or the supraoptic nucleus. 

J. E. Page 


1206. Creatine—Creatinine Metabolism in Adult and 
Juvenile Hyperpituitarism 

I. Scurire. Journal of Endocrinology [J. Endocrinol.} 5, 
274-281, June, 1948. 7 figs., 11 refs. 


Two cases of acromegaly, when studied and reported 
8 and 9 years ago respectively, had shown abnormal 
creatine and creatinine excretion. The creatinine was 
excreted in excessive amounts with wide daily fluctua- 
tions, and there was also creatinuria. In both cases the 
creatinine output was restored to normal levels by sex- 
hormone treatment (10 mg. of oestradiol benzoate daily 
in the woman and 100 mg. of testosterone propionate 
daily in the man), but the creatine excretion was un- 
changed. This effect was sustained only so long as 
the injections continued, but when the patients were 


ENDOCRINE DISORDERS 
Immediately after this, 25 mg. of purified adrenocortico- ~ 


re-examined recently their acromegaly was Clinically 
inactive and the creatinine excretion normal; creatinurig 
still continued. 

A 5-year-old boy who had grown abnormally fast, ang 
is referred to as a “ juvenile giant”’, is described. He 
also excreted excessive and fluctuating amounts of creati. 
nine, but, unusually for a boy of his age, there was no 
creatine in the urine. When he was given 15 mg, of 
stilboestrol daily by mouth the creatinine excretion was 
reduced to normal and creatinuria occurred. This lasted 
only so long as oestrogen was administered. 

The following explanation is offered. The creatinine 
excretion is controlled directly by a pituitary hormone 
(probably by gonadotrophin) and reflects the state of 
pituitary activity. The creatine excretion, on the other 
hand, is directly due to thyroid activity and only in. 


directly to thyrotrophic action; although the pituitary 


may be quiescent or controlled by sex hormones, the 
secondary thyroid activity is self-sustaining, so that 
creatine excretion continues. Creatine excretion js 
usually present in boys, but in this one the growth was so 
active that there was no surplus to be excreted in the urine, 
and this only appeared when the growth was inhibited by 
the oestrogen treatment. Peter C. Williams 


1207. Agents Determining and Influencing the Functions 
of the Pars Nervosa of the Pituitary 

E. B. VERNEY. British Medical Journal (Brit. med. J.)2, 
119-123, July 17, 1948. 5 figs. 


The author reviews the present state of knowledge of 
the experimental physiology of the pituitary antidiuretic 
mechanism. By a carotid-loop technique he has already 
shown that intracarotid injections of a hypertonic solu. 
tion of sodium chloride lead to inhibition of urine flow, 
while intravenous injection or intracarotid injection of 
isotonic saline is without effect. Similar results are 
obtained with solutions of sucrose. He thereby demon- 
strates the presence of specific ‘‘ osmoreceptors ”, lying 
in the vascular bed supplied by the internal carotid 
artery—not, as had been suggested, in the carotid sinus. 
There is some ground, in view of the demonstrable 
control of pituitary secretion by the supraoptic nuclei, 
for locating the receptors in the brain rather than the 
hypophysis, but the site has yet to be demonstrated. 

Longer periods of infusion, leading to prolonged 
changes in osmotic pressure of the blood, give results 
which suggest that small variations in osmotic pressure 
of the order of 1% lie well within the sensitivity of the 
receptors (a rise of 1-8°%% produces a fall in urinary output 
of 90%), and in view of the fact that the infusions were 
unilateral, even higher sensitivity probably exists under 
normal conditions. The rate of release of hormone 
this series of experiments is about 1 microunit per second. 
When the infusion is stopped recovery is rapid, the hor 
mone being destroyed in the kidney and possibly in the 
blood. The sensitivity of the osmoreceptors to dextro% 
is also shown to be selectively low, so that physiological 
variation in blood sugar has little effect on the walet 
regulation mechanism. 

[This paper, which summarizes work previously pub 
lished, merits careful study.] Alex Comfort 
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Dermatology 


1208. Liquor Carbonis. A Carcinogenic Agent 
|. BERENBLUM. British Medical Journal (Brit. med. J.) 2, 
601, Sept. 25, 1948. 9 refs. 


Undiluted liquor picis carbonis B.P.—that is, a 20% 
solution of tar in ethanol—was painted on the skin of 12 
white mice twice weekly for 41 weeks. Papillomata 

in 7 mice after intervals of 10 to 40 weeks, and in 
4 of these squamous carcinomata developed, without 
metastases. The preparation was found to contain 
002% of benzpyrene, one of the recognized carcinogenic 
agents isolated from tar. It is suggested that the use of 
liquor picis carbonis over a course of years for chronic 
dermatoses may be associated with risk of carcinogenic 
effects. John T. Ingram 


1209. Treatment of Dermatologic Lesions by Para- 
vertebral Sympathetic Ganglion Block 

M. Naiwe. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 57, 655-659, April, 1948. 
2 figs., 4 refs. 


The treatment is described of chronic dermatitis and 
ulceration of the legs by temporary regional sympathetic 
ganglion block with procaine hydrochloride. It is 
suggested that minor causalgia gives rise to symptoms, 
and that the block may break a vicious circle. Heal- 
ing or improvement occurred in 18 of 30 patients 
treated; 25 of these patients had previously suffered from 
phiebitis. [There is no indication of how long the cases 
were Observed after treatment.] Of 2 cases in which 
sympathectomy was carried out, there was recurrence 
with superficial phlebitis in one of them 3 weeks after the 
operation; in the other case the lesions remained healed 
at the end of 3 months. John T. Ingram 


1210. Occupational Skin Lesions due to Pitch and Tar 
P. Ross. British Medical Journal (Brit. med. J.] 2, 369- 
374, Aug. 21, 1948. 13 refs. 


The various tars and pitches employed in industry, 
their manufacture, and their chemistry in outline are 
described. The main supply of tar in Britain is from the 
destructive distillation of coal; pitch is obtained from the 
subsequent distillation of tar. The chemical substances 
present in tar depend on the source of the coal, method 
of treatment, type of retort, and temperature of distilla- 
tion. 

Tar and pitch are used in a great many industrial pro- 
cesses and workmen employed in such processes are 
subject to certain skin hazards. These are: (1) Tar 
burns, similar to any other burn and of no special 
importance. (2) Tar erythema. Simultaneous expo- 
sure to tar or pitch dust and sunlight or wind may 
Provoke an erythema resembling sunburn, sometimes 
acute and known as the “smarts”. The chemicals 


involved are thiazine, thiazone, acridine, and other 
azines. (3) Allergic eczematous dermatitis. This is 
rare and not considered important. (4) Folliculitis and 
acne, common but usually not disabling, (5) Melan- 
osis, either as a deep tanning of the exposed parts or a 
‘more chronic pigmentation accompanying other changes 
produced by long exposure, namely keratosis and poikilo- 
derma. (6) ‘““Shagreen”’ skin, also produced by long 
exposure and characterized by keratosis, pigmentation, 
telangiectasis, and alteration of the texture of the skin. 
(7) Neoplastic changes. These consist of keratoses, 
papillomata (usually flat), and epitheliomata. The last 
is the most important hazard encountered by tar workers. 
The commonest lesion is the “* pitch wart”’. There is a 
variable latent period between the initial contact with tar 
or pitch dust, or both, and the appearance of the growth, 
in the author’s group of cases from 18 months to 34 years. 
The development of such lesions may be preceded by 
“* shagreen skin’ for years. The sites of election are the 
face, dorsum of hands, nape of the neck, ears, and 
scrotum. The lesions are of relatively low malignancy 
and are usually dealt with successfully by low-voltage 
x rays, an early lesion requiring only a single exposure of 
1,500 r units, while older ulcerated epitheliomata require 
from about 4,500 to 6,000 r units given over a period of 
10 to 14 days. The carcinogenic agent in tar and pitch 
is 3 : 4-benzpyrene. Gasworks tar, distilled at a high 
temperature, contains more of this substance than blast- 
furnace tar or that produced by low-temperature carbon- 
ization. Wood tars are relatively harmless. 

Tables are presented which show a marked increase in 
the number of cases of tar cancer notified since 1921. 
The apparent increase is attributed mostly to better 
diagnosis and notification, and the decrease in fatal cases 
to better and earlier treatment. Further tables illustrate 
the latent periods of incidence of the various skin changes 
met with, their relative frequency, and their sites. 
Prophylactic measures consist mainly of the provision of 
clean protective clothing and gloves, of the maintenance 
of a high standard of bodily cleanliness, and of the 
application of protective creams to the exposed parts. 

G. B. Dowling 


1211. Experimental Investigations on the Significance of 


Bacteria in the Genesis of Eczema. (Experimentelle 
Untersuchungen zur Frage der Bedeutung von Mikroben 
in der Ekzemgenese) 

H. Storck. Dermatologica [Dermatologica, Basel]| 96, 
177-262, 1948. 14 figs., bibliography. 


A great number of experiments are described in this 
paper on the role of bacteria in eczema. In over 100 
patients with different types of eczema, the bacterial flora 
of the diseased and healthy skin was studied qualita- 
tively and quantitatively. Whereas there was little dif- 
ference between eczematous and healthy skin so far as 
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saprophytes were concerned, pathOgens were more 
common on eczematous areas. From acute weeping 
lesions, in particular, the largest number of Staphylo- 
coccus aureus colonies was grown. Patch tests were 
performed with bacterial strains and filtrates from the 
patients’ own eczema. The skin was prepared by rub- 
bing the bacterial culture or filtrate, together with 
powdered glass-wool, into an area of skin and then 
covering it with a patch soaked in the antigen. Adequate 
controls were used. Clinically and histologically the 
positive reactions were akin to eczema. Positive patch 
tests were obtained with Staph. aureus (68%), Strepto- 
coccus haemolyticus (24%), and Bacterium coli (11%). 

These organisms were also the pathogens most commonly 
found in eczema (Staph. aureus in 92%, Strep. haemo- 
Iyticus in 41%, and Bact. coli in 23%). Saprophytes 
occasionally produced weak reactions, but never to the 
extent that pathogens did. 

On the whole, the dry seborrhoeic eczemas and papulo- 
vesicular (endogenous) eczemas gave least reactions; 
the exudative and discoid forms gave the most con- 
stantly positive reactions. The skin-active microbes 
could be demonstrated in large numbers in the eczema- 
tous plaques. Some of the healthy controls had a 
positive patch test, but did not have a great number of 
pathogens growing on their skin; it is thought that both 
a sufficient number of pathogens and skin sensitivity of 
the host are necessary to produce bacterial eczema. 
When testing single bacterial strains on several patients, 
and several strains on individual patients, marked dif- 
ferences of reaction were observed, this being thought to 
be due to allergy. Whether sensitization occurs im- 
mediately before the onset of eczema, or much earlier, 
could not be decided. 

In several patients eczematous patches could be pro- 
duced by auto-inoculation, or by repeated rubbing in 
of a pure culture. Reactivation of healed eczema was 
brought about by the same methods. The results of 
estimation of haemolysin titres in the cases associated 
_ with Staph. aureus and those of patch tests were at vari- 
ance, and this fact is also thought to favour an allergic 
interpretation of the skin reaction rather than a toxic one. 
. Penicillin treatment in these patients failed if the 
strains were penicillin-resistant or if Gram-negative 
saprophytes present - produced much _penicillinase. 
Attempts to desensitize 13 patients by a course of sub- 
cutaneous injections of filtrates from their own organisms 


were successful in only 2 cases, as shown by a negative . 


patch test subsequently. G. W. Csonka 


See also Section Pharmacology and Thevegeutiia, 
Abstracts 968-9. 


1212. Gangrene After Scorpion Sting 
M. Y. Ansari. British Medical Journal [Brit. med. J.) 
2, 388, Aug. 21, 1948. 1 fig. 


Scorpion sting causes pain and discomfort of only 
short duration and serious complications do not usually 
occur, though in rare cases, especially in children, death 
has been reported. In the case described, which came 
from India, dry gangrene of the terminal phalanx of a 


finger followed such a sting in a girl of 17. The author 
notes that he has been able to find a record of only one 
case of local necrosis due to this cause. 

G. B. Dowling 


1213. Treatment of Calciferol-resistant Cases of Lupus 
vulgaris with Non-irradiated Ergosterol. [In English] 

M. Ruiter and H. D. Groen. Dermatologica [Dermato- 
logica, Basel| 96, 409-411, 1948. 2 refs. 


Fourteen patients with lupus vulgaris, in whom there 
had been no improvement with calciferol treatment for a 
year, were given weekly intramuscular injections of an 
oily suspension containing 500 mg. to 1 g. of non- 
irradiated ergosterol. After 2 months’ treatment, there 
was marked clinical improvement in 8; 2 cases were 
doubtful and 4 did not respond. Ulcerated formis of the 
disease responded best. During this time no other 
treatment was given. In 2 cases of scrofuloderma 
similarly treated there was a local inflammatory reaction 
with rise in temperature. E. Lipman Cohen 


1214. Noduloulcerative Granuloma of the Legs: Treat- 


ment with Tocopherols 

J. F. BurGess and J. E. PrircHarD. Archives of Derma- 
tology and Syphilology [Arch. Derm. Syph., Chicago] 51, 
605-614, April, 1948. 6 figs., 2 refs. 


Under the title of nodulo-ulcerative granuloma of the 
legs the authors describe a case of necrobiosis lipoidica 
diabeticorum in a woman of 52. The lesions appeared 
after the onset of diabetes and had been present for 
4 years, when she was given vitamin E, 250 mg. daily by 
intramuscular injection and later 100 mg. daily by 
mouth, to a total of 2,500 mg. of tocopherol. Resolu- 


tion occurred in about one month. Four biopsy 


examinations were made over this period, from which it 
was Observed that the degeneration of the collagen re- 
solved and the tuberculoid granulomatous infiltration 
cleared as did the lipid deposits. No change was noted 
in the blood-cholesterol level. Similar resqlution after 
treatment with vitamin E is reported in Bazin’s erythema 
induratum. John T. Ingram 


1215. Mycosis Fungoides 

L. WERTHEIM and G.S.SmitH. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 57, 625- 
635, April, 1948. 3 figs., 13 refs. 


The authors describe the clinical features with detailed 
macroscopical and microscopical findings of a case in 
which the patient, a man of 36, died from mycosis 
fungoides of 3 years’ duration. Nodular and ulcerative 
lesions occurred in the skin over the whole body and 
involved the tongue, gums, and palate. All lymph 
nodes were enlarged and there was occasional pyrexia. 
Skin and lymph nodes showed characteristic infiltration, 
which was also present in nodular form in the spleen and 
diffusely through the liver. Lungs and kidneys were not 
involved. 


Some features which distinguish the clinical course in 
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mycosis fungoides from that in Hodgkin’s disease are 
noted. The former affects the skin primarily; adeno- 
pathy and involvement of internal organs may follow. 
The opposite course is usual in Hodgkin’s disease, the 
skin being involved in about 38% of cases. The three 
characteristic stages in mycosis fungoides—the pre- 
mycotic, infiltrative, and tumour stages—are not observed 
in Hodgkin’s disease, where involvement of the skin may 
be specific with development of nodules, or non-specific 
with pruritus and urticaria. Differentiation on histo- 
logical grounds may be difficult, though the hyper- 
trophic sclerosis of interstitial tissue and the Sternberg— 
Reed cells of Hodgkin’s disease are not observed in 
mycosis fungoides. 

The authors consider that the pathological evidence 
favours the view that mycosis fungoides is an infectious 
granuloma rather than a neoplastic process. They quote 
reports of positive inoculations in guinea-pigs and mice in 
support of this contention. John T. Ingram 


1216. Is Lupus Erythematosus due to a Filterable 
Virus? (E’ il lupus eritematoso dovuto ad un virus 
filtrabile?) 

A. BerGcamasco. Archivio Italiano di Dermatologia, 
Sifilografia e Venereologia [Arch. ital. Derm. } 21, 119-121, 
1948. 


While investigating the aetiology of pemphigus, the 
author found that of 20 cases of lupus erythematosus, 
75% gave positive complement-fixation reactions with 
antigen prepared from the chorio-allantoic membrane of 
developing chick eggs inoculated with material from 
pemphigus lesions. He considered the most obvious 


explanation to be that lupus erythematosus is a disease 


due to a virus, which has serological affinity with that of 
pemphigus. He therefore inoculated a mixture of de- 
fibrinated blood (0-15 ml.), obtained from four patients 
suffering from lupus erythematosus, into two eggs at the 
After incubation, an extract 
obtained from the chorio-allantoic membrane, diluted 
with physiological saline, was injected into five-day-old 
eggs. This was repeated for up to eight transplantations. 
He found that the final extract had antigenic properties 
identical with those of a similarly obtained extract made 
from the blood of patients with pemphigus. Both 


' extracts produced complement fixation with sera giving 


Positive reactions to pemphigus antigen. A similar 
experiment, but after filtering the material through a 
Berkefeld filter before transplantation to the second egg, 
gave identical results. The author then prepared a vac- 
cine from an aqueous extract of inoculated chorio- 
allantoic membrane, to which was added four parts per 
thousand of commercial formalin, and vaccinated 5 
patients intradermally (0-1 to 0-3 ml. weekly). 

One case of “‘ subacute centrifugal ’’ lupus erythema- 
tosus was completely cured in 3 weeks. In_one case of 
lupus erythematosus refractory to the usual methods of 
treatment (with bismuth, gold, sodium salicylate, and 
nigotinamide) lesions cleared up in 7 weeks. In 2 other 
cases there was slight improvement. In 1 case marked 


local oedema and erythema developed and lasted for 
several days, and there was no improvement. 


The author 


concludes that these findings suggest that some cases of 
lupus erythematosus are due to a filterable virus. 
G. Lorriman 


1217. Disseminated Lupus Erythematosus Occurring 
Among Student Nurses 


L. F. AyvaziAN and T. L. BapGer. New England 
Journal of Medicine [New Engl. J. Med.] 239, 565-570, 
Oct. 14, 1948. 39 refs. 


The aetiological factors regarding disseminated lupus 
erythematosus, as recorded in the literature, are reviewed, 
with particular reference to the evidence suggesting that 
lupus erythematosus is associated with allergy and 
hypersensitivity. Three cases of disseminated lupus in 
student nurses are reported. It is suggested that an 
allergen was present in each of these cases, and the 
factors supporting this view are discussed. 

G. B. Mitchell-Heggs 


1218. Erythema Exudativum Miultiforme. II. Rela- 
tions to Tuberculosis. [In English] 

H. J. Ustvept. Acta Medica Scandinavica [Acta med. 
scand.] 131, 226-236, 1948. 


Pirquet tests were performed on 184 of a series of 202 
patients with erythema multiforme; 72% were positive. 
This is a considerably lower percentage than with 
erythema nodosum. In cases in which the mucous 
membranes were affected, 52% were positive. In patients 
with both erythema multiforme and nodosum, 98% were 
positive; these patients were nearly all females. In 
erythema multiforme with lesions of the mucous mem- 
branes, 65% of females under the age of 40 reacted 
positively, but only 37% of males in this age-group gave 
positive reactions. In 23 out of the 202 patients with 
erythema multiforme there were signs of probable primary 
tuberculous infection, and in a further 35 there was 
evidence of possible primary infection. Among those 
with mucous membrane lesions there were none with 
certain primary infection and only 4% of possible cases. 
In those with both erythema multiforme and nodosum, 
47% had probable or possible primary infection. Thus 
pure erythema multiforme may accompany primary 
tuberculous infection, and when lesions of erythema 
nodosum are present as well such infection is likely. 
Erythema multiforme may complicate tuberculosis. In 
the Pirquet tuberculin test, typical erythema multiforme 
lesions may appear around the scratch; they are not 
necessarily significant. Occasionally patients with a 
severe eruption and affection of the mucous membranes 
may show a transient tuberculous anergy; they are not 
tuberculous. The bullous variety of the dermatosis is 
rarely tuberculous; the presence of mucous membrane 
lesions suggests that it is not tuberculous except when 
there is episcleritis. _E. Lipman Cohen 


1219. Milker’s Eczema. An Analysis of Forty-two Cases 
S. Epstern. Journal of Allergy (J. Allergy) 19, 333-341, 
Sept., 1948. 5 figs., 9 refs. 
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1220. The Cultivation of Treponema pallidum in Tissue 
Culture 

W.L.M. Perry. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 339-342, April, 1948. 3 figs., 5 refs. 


The problem of culture of Treponema pallidum has 
long defied solution, but the organism may be maintained 
by passage through rabbits by means of intratesticular 
inoculation: it appeared therefore that testicular tissue 
might maintain the organism in vitro. Accordingly, 
the author adopted the following technique: four glass 
coverslips were fixed to the base of a Carrel flask with 
clots of chick plasma and then explants of mixed testicular 
tissue were embedded on their upper surface; 
medium, consisting of Tyrode’s solution 70 parts, chick 
embryo extract 5 parts, rabbit serum 25 parts, and a trace 
of phenol red, was then added, the pH having been 
adjusted to 7-4 by bubbling through it a mixture of 
oxygen and 5% carbon dioxide; the fluid was renewed 
on the fifth and tenth days. Explants from newly born 
rabbits showed growth on the second day and by the 
fifth day fibroblasts had formed a complete ring; epi- 
thelial cells grew within this and macrophages were 
numerous; when testicular tissue from young adult 
rabbits was employed, growth was less frequent and less 
vigorous. When testicular tissue from rabbits inocu- 
lated with 7. pallidum 6 weeks previously was employed 
in a few cases, growth similar to that already described 
took place, and in addition there were numerous multi- 
nucleated giant cells with spongy vacuolated cytoplasm 
which may have indicated a response to invasion by 
T. pallidum. Examination of fresh wet specimens with 
the phase-contrast microscope revealed living organisms 
in 2 cases, on the fifth and seventh days respectively, 
and fluid taken on the tenth day when injected into a 
fresh rabbit proved infective; on the other hand, fluid 
taken from flasks in which tissue culture had failed proved 
non-infective. Staining cultures by Levaditi’s method 
did not show the organisms. 

It is realized that the above represents only a limited 
degree of success, but this work may point the way to 
even more successful techniques. T. E. Osmond 


1221. A Study of the Results of Treatment and Parole 
Adjustments of 712 Neurosyphilitic Patients Admitted to 
Kalamazoo State Hospital from 1926 to 1939 

E. M. HuGues.’ Psychiatric Quarterly Supplement 
[Psychiat. Quart. Suppl.] 22, 87-101, 1948. 


The records of 712 patients admitted to Kalamazoo 
State Hospital during a 14-year period were analysed. 
The peak year was 1928 with 72 admissions; the admis- 
sion rate fell to a low level of 33 in 1935 but rose slightly 
after this time; 87°5% had general paresis and 12°5% 
cerebrospinal syphilis. There were 3-45 males to one 
female, the average age of all patients being 44-3 and that 


fluid: 


1 fig., 7 refs. 


of the females 41-1 years. Negroes formed only 5% 
of the total and 80-8% came from urban areas. On the 
whole the patients were less educated and drawn from a 
lower social stratum than the average. There was no 
difference as regards incidence of paresis in the two 
sexes. 

Three types of treatment were given: (a) malaria 
inoculation; (6) chemotherapy with 40 injections of 
arsenic and 60 to 80 of bismuth; (c) combined malaria 
inoculation and chemotherapy. Of all patients 11% had 
no treatment, 3-2% complete and 4-5% incomplete 
malaria therapy, 20-5% complete and 14:2% incomplete 
chemotherapy, and. 29:2% complete and 17-4% in- 
complete combined treatment; 43-4°% died, 21-6% re- 
mained in. hospital, and 35% were discharged on parole. 
Sex did not affect the ultimate result but age did, since 
the death rate was twice as high in those 40 years old or 
more than in those below this age, and only 29% of those 
over 40 were discharged on parole compared with 49% 
of those under 40. Of those under 40 years 70% and 


of those over this age 61-6% receiving malaria treatment 


were discharged on parole, while for chemotherapy the 
figures were 46-4% and 22-4% respectively. Seventy 
(12-8%) of those over 40 given no treatment were also 
discharged on parole, as were 2 out of 8 under this age. 
In 33-3% of those of both groups treated with malaria, 
in 21% of those receiving chemotherapy, and in 40% of 
those given combined treatment the previous level of 
mental health was recovered. R. R. Willcox 


1222. The Effects of Mapharside on the White Cell 
Count of Early Syphilis 

R. R. Wititcox. Journal of the Royal Army Medical 
Corps [J. R. Army med. Cps] 91, 96-100, Sept., 1948. 
1 ref. 


Having studied the white cell counts of 405 adult males 
with early syphilis and shown that there are no marked 
distinctions between the blood pictures of patients with 
serum-negative primary (166 cases), serum-positive 
primary (164), and secondary syphilis (75), the author 
has now examined the response as regards white cell 
count of these patients to 10 daily intravenous injections 
of 0-06 g. of “‘ mapharside’’ (oxophenarsine hydro- 
chloride, U.S.P.) combined concurrently with 3-hourly 
intramuscular doses of 40,000 units of commercial peni- 
cillin to a total of 2,400,000 units. The counts were taken 
on the first day before any arsenical had been given, and 
on the fourth and eighth days afterwards. 

The total white cell count decreased generally by about 
15% ; the fall affected the neutrophil polymorphonuclear 
cells mostly, then the lymphocytes and the large mono- 
nuclears. The basophils increased slightly in number, 
and owing to the larger fall in the neutrophil poly- 
morphonuclears a relative increase occurred in all the 


other elements. The patients with leucopenia, because — 
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of which treatment had to be modified (30 cases), had 
lower initial counts; those with Herxheimer reactions 
(70) had average counts, and those with secondary 
pyrexia (44) had higher initial counts than the average. 
T. Anwyl- Davies 


1223. Experimental Mouse Syphilis. I. Organ Distribu- 
tion of the Infectious Agent 

P. D. RosAHN, B. GueFrT, and C. L. Rowe. American 
Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 32, 327-336, July, 1948. 9 refs. 


Active testicular syphilomata containing Nichols’s 
strain of Treponema pallidum were excised from rabbits, 


minced, and diluted and injected intraperitoneally or | 


subcutaneously into white Swiss mice. After a varying 
period the mice were killed and blood or material from 
brain, skin, spleen, and lymph nodes was inoculated into 
further rabbits. After subcutaneous inoculation the 
duration of the mouse infection varied from 27 to 90 
days. Transplantation of lymph nodes gave positive 
results in all of 18 animals, of brain in 7 out of 34, of 
skin in 16 out of 20, and of spleen in 12 out of 21; 
inoculation of blood gave a positive result in 3 out of 
11. Where intraperitoneal inoculation had been carried 
out, tests 10 to 169 days after injection revealed positive 
results with blood in 27 out of 35, with skin in 30 out of 


62, with spleen in 39 out of 55, with brain in 27 out of 88, © 


and with lymph nodes in 91 out of 93 animals. The 
duration of the infection, within the limits stated, did not 
alter the proportion of successful transfers in the case of 
any tissue except the brain, in which the incidence of 
positive results increased with the length of infection. 
The only difference noted in results from inoculation by 
the two routes was that the skin was more commonly 


“affected when the subcutaneous method was employed. 


Controls, in which lymph-node transfers were used, were 
employed to ensure that rabbits were not being sub- 
clinically affected. 

It is concluded that mice of all ages may receive a 
subclinical infection with 7. pallidum, and, though no 
clinical signs may be found and 7. pallidum may be 
absent from dark-field specimens of the tissues, lesions 
are produced in rabbits 34 to 45 days after intratesticular 
transfer.  R. R. Willcox 


1224. Penicillin in Early Syphilis: A Statistical Com- 


parison of Results from Two Studies . 

F. W. ReyNoitps. Journal of Venereal Disease Informa- 
tion [J. ven. Dis. Inform.] 29, 272-277, Sept., 1948. 
2 figs., 3 refs. 


In America many patients have now been treated for 
early syphilis with penicillin. Results reported in various 
large series have not been parallel, and this article reports 


a statistical comparison of the results of the Venereal 


Disease Research Laboratory, United States Marine 

Hospital, Staten Island, New York, and those previously 

reported by the Central Statistical Unit for the clinics 

co-operating in the nation-wide penicillin study. The 

comparison revealed various factors which help to 

explain the discrepancies between the results of the two 
M—2aA 


series. These factors include differences in definition of 
terms and in serological techniques, differences in distri- 
bution as regards sex, race, and stage of disease in the 
two groups of patients, and differences in the success and 
frequency of follow-up. S. M. Laird 


1225. Centralized Gonococcus Culture for Dispersed 
Clinics. The Value of a New Transport Medium for 
Gonococci and Trichomonas 

M. Mortetrt, J. L. YOUNG, and R. D. Stuart. British 
Medical Journal (Brit. med. J.] 2, 421-424, Aug. 28, 1948. 
19 refs. 


Recognizing that cultural examinations are essential 
in the diagnosis and treatment of gonorrhoea, the 
authors describe a new transport medium investigated at 
the Glasgow Public Health Laboratory for the dispatch 
of viable specimens to the central laboratory from the 
dispersed clinics within a “‘ time distance ’ of 24 hours. 
They proved that oxidation, not temperature or drying, 
was the basic factor responsible for the rapid death of 
gonococci, and that overcrowding with other bacteria 
was a major disadvantage of most transport media. 


Of the medium 200 ml. is a convenient quantity to pr e 
at one time; 190 ml. of previously autoclaved 0-3% fibre 
agar in distilled water is melted and 0-2 ml. of thioglycollic 
acid added. Sufficient N. NaOH is incorporated to bring 
the mixture to approximately pH 7-2, and then 10 ml. of 20% 
sodium glycerophosphate in distilled water is added, together 
with 2 ml. of a similar 1% solution of calcium chloride. 
The medium is mixed thoroughly, and while still hot titrated 
to pH 7:4 with N. NaOH. Then 0-4 ml. of methylene blue 
(0-1% in water) is added to give a final concentration of 1 in 
500,000, and the medium replaced in the steamer for a few 
minutes before distribution in }-oz. (7 ml.) screwcap bottles. 

The clinical outfit consists of one of the above bottles and a 
sterile wooden applicator tipped with an absorbent cotton 
wool swab in a plugged tube. The swab and stick required 
special preparation, since both tend to be acid before treat- 
ment. For this reason sticks and cotton wool are first 
boiled in Sorensen’s phosphate buffer solution at pH 7-4, 
then dried in the oven before being prepared for use. Lately, 
owing to the bactericidal action of some recent batches of 
agar, the swabs have been dipped in a 1% water suspension 
of ground charcoal before being dried and sterilized. 


In a series of 844 specimens from both sexes,.cultural 
examination added over 32% more of positive results to 
the number obtained by smear examination alone; 
by culture, 86% of the total number of positive results 
were found, compared with 76% by smear examination. 
The method is also applicable to the detection of Tricho- 
monas vaginalis, which was found in about 50% of 
women with vaginal discharge and in 40% with no 
evidence of inflammation. This supports the view that 
its presence in inflammatory exudates is coincidental 
rather than causative. T. Anwyl-Davies 


1226. Efficiency of Penicillin in Gonorrhea, Analyzed by 


Sampling Method 

H. E1sENBERG and M. E. LAUGHLIN. Journal of Venereal 
Disease Information [J. ven. Dis, Inform.] 29, 269-272, 
Sept., 1948. 2 refs. 


The Municipal Social Hygiene Clinic in Chicago 
treated 33,738 cases of acute gonorrhoea (23,386 males 


| 

f 

| 

| 

8. 

eS 

th 

all 

ns 

er, 

se 


354 VENEREAL DISEASES 


and 10,352 females) between July, 1945, and December, 
1946, inclusive. Each patient was given a single intra- 
muscular injection of 200,000 units of penicillin in oil 
and beeswax. This report describes a sampling method 
from which it is concluded that the failure rate would be 
less than 2‘8%. The records of two groups were selected 
at random from the records of the whole series. Sample 


1 comprised 500 records from the inactive file of patients | 


who had not attended within the 6 months before 
the sample was taken, while Sample 2 comprised 
500 cases drawn partly from the current file of patients in 
active attendance and partly from the inactive file. 


Analysis of these records showed that 79-6% of Sample i . 


patients and 82% of Sample 2 patients had reported for 
- smear or culture examination 48 hours after penicillin 
treatment. At this examination, positive results were 
found in 0-75% of Sample 1 and 1-45% of Sample 2. 
From the higher failure rate of Sample 2, a standard 
deviation of 0:59% was obtained, based on the 410 
patients reporting back for examination. Assuming a 
3% error due to chance, it was found that the failure rate 
would range between 0-16 and 2°76%. [While the 
statistical method of this analysis may be beyond re- 
proach, at least one venereologist in Britain is unprepared 
to assess cure, in either sex, on the result of one test made 
as early as 48 hours after an injection of penicillin in oil 
and beeswax.] S. M. Laird 


1227. Report of Four Cases of Granuloma Inguinale 
Treated with Streptomycin 

L. M. Mason and A. L. WetsH. Ohio State Medical 
Journal [Ohio St. med. J.| 44, 816, Aug., 1948. 5 refs. 


Four negro patients with granuloma inguinale were 
given streptomycin intramuscularly every 3 hours. The 
dosage was 250 mg. till totals of 22, 28, 40, and 56 g. 
respectively had been given. All the patients showed 
dramatic improvement with complete healing of the 
lesions; there were no recurrences over an observation 
period of 4 to 5 months. Two of the patients had 
received antimony preparations over a considerable 
period without effect. In an addendum reference is 
made to other cases successfully treated with strepto- 
mycin. G. M. Findlay 


1228. Granuloma Inguinale. Treatment with Strepto- 
mycin 

L: C. MarsHak and J. Ropriquez. Journal of the 
American Medical Association [J. Amer. med. Ass.| 137, 
1293-1297, Aug. 7, 1948. 2 figs., 33 refs. 


During the years 1943-7, at the Chicago Intensive 
_ Treatment Centre, 122 patients with granuloma inguinale 
were treated; 85 had lesions exclusively on the genitalia. 
The inguinal folds were involved in 20 and the perineum, 
perianal or pubic region, or thighs in 12, and cervix and 
lower abdomen each in | case. Of 64 adequately treated 
with antimonials lesions healed completely in 57, while 
7 failed to respond to repeated courses. The toxic 
effects of antimony were, however, noted in many cases. 
Local treatment with 25% podophyllin suspension was 


tried in 7 cases. In 3 it was discontinued on account of 
soreness, but in 4 patients healing was apparently 
accelerated. Twelve received, in addition, up to 
4,800,000 units of penicillin for coexistent syphilis but 
without apparent improvement of the granulomatous 
lesions, and 2 recurrences were observed after vulvec- 
tomy had been performed. 

In 11 cases of granuloma inguinale streptomycin was 
given. Three of these cases have already been recorded 
by other Chicago workers. Treatment was successful 
in 8; these patients received a total of 3-4 to 12-16 g. 
of streptomycin, given in 3-hourly injections for 15 to 
30 days; cases have so far been followed up for 14, 2, 
5, 8, 10, 10, 12, and 15 months respectively after the 
completion of treatment. Four of these cases were of 
very long standing, there being one of 24 years’, one of 
2 years’, one of 10 years’, and one of no less than 28 years’ 
duration; all had proved resistant to prolonged treat- 
ment with antimonials. Donovan bodies were found in 
smears and scrapings from all before treatment, and 
negative smears were subsequently obtained. The actual 
lesions healed rapidly in all cases. In the 3 cases of 


failure 4 to 6 g. of streptomycin was given 3-hourly over | 


18 to 41 days. The first relapse, in a female patient, 
occurred after 7 months and was successfully re-treated 


with streptomycin; in the second, in a male, there was a. 


recurrence after 3 weeks which was re-treated with 
antimony, as was the third, also in a male, in which 
relapse took place after 9 months. R. R. Willcox 


1229. Granuloma Inguinale—Report of 85 Cases Treated 


with Streptomycin 


R. J. ZIMMERMAN and G. C. SmiTH. Journal of the 
South Carolina, Medical Association [J. S.C. med. Ass.] 
44, 267-268, Aug., 1948. 


In South Carolina 85 cases of granuloma inguinale 


have been treated with streptomycin; 49 were female.and 


35 male negroes and there was one white female aged 23. 
Syphilis was also present in 34, and 19 others had positive 


skin reactions for chancroid or lymphogranuloma 


venereum. Only 32 had uncomplicated granuloma 
inguinale; 37 had ulcerative and 34 exuberant lesions, 
while in 14 the lesions were of cicatricial type. Fifty-two 
had already received antimonials. Diagnosis was con- 
firmed by the finding of Donovan bodies in smears or 
biopsy specimens, and 2 cases of genital carcinoma were 
discovered during the period of this investigation. 
Patients received 0-66 g. of streptomycin 4-hourly to a 
total of 20 g. Those with secondary infection were also 
given 3 daily injections of 400,000 units of penicillin in 
oil—beeswax in addition to sitz baths of potassium 
permanganate. Eighth-nerve involvement, as shown by 
dizziness or tinnitus, was noted in 12 and was sufficiently 
severe to warrant the discontinuation of treatment in 2 
cases. No dermatological complications were observed. 
Of the above, 45 have so far been observed for 1 month 
to 2 months; in 40 the lesions are healed and in 3 others 
almost so, with repeatedly negative smears. One 
patient, a coloured female, has had three such courses of 
streptomycin without effect, and one man had a course 
without cure. R. R. Willcox 
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Genito-Urinary Disorders 


1230. Serum Complement in Acute Nephritis 

R. READER. British Journal of Experimental Pathology 
(Brit. J. exp. Path.| 29, 255-263, June, 1948. 2 figs., 
11 refs. 


The author has observed 16 cases of acute nephritis. 
A sample of blood was taken when the patient was 
admitted to hospital, and serial estimations of comple- 
ment were obtained. Serum in various dilutions was 
incubated in 1 ml. quantities with 0-01 ml. of packed 
sensitized sheep erythrocytes. After the mixture had 
been incubated at 37° C. for 30 minutes and then stored 
in a refrigerator, the results were read, complete haemo- 
lysis being taken as the end-point. 


lytic doses per ml., while in most of the patients with 
acute nephritis the titre was very much lower. Within 
10 to 20 days of the onset of the disease the titre may rise 
from a very low figure to a normal one. The fall in 
complement titre is recommended as a test for acute 
nephritis in animals. G. Loewi 


1231. The Effect of Blood Transfusions on the Kidney 
Function of Chronic Nephritis with Anemia. [In English] 
H. A. SALVESEN. Acta Medica Scandinavica [Acta med. 
scand.} 131, 337-341, 1948. 7 refs. 


In 10 cases of chronic nephritis and 1 of polycystic 
kidney, all with anaemia and kidney insufficiency, blood 
transfusions were given until haemoglobin value and 
red cell count were about normal; the kidney function 
was measured before and after this treatment. All the 
patients had marked renal insufficiency before the trans- 
fusions, with urea clearances varying from 22 to 5-7 mg. 
per 100ml. Haemoglobin percentages varied from 75 to 
48. In 8 of the cases, after three, four, or five trans- 
fusions, the urea clearance remained unchanged, while 
in 2 cases it dropped from 5-7 to 2:2 mg. per 100 ml. and 
from 7-0 to 2-3 mg. per 100 ml. 

It is concluded that the anaemia of chronic renal in- 
sufficiency plays no part in lowering the kidney function; 
its treatment by repeated blood transfusions is of 
little benefit and may even be dangerous if the acidosis 
is severe. i R. B. Lucas 


1232. Experimental Nephritis: An Attempt to Demon- 


Strate a Nephrotic Substance in the Serum of Acute 


Nephritics 
R. Reaper. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 29, 248-255, June, 1948. 4 refs. 


The author refers to and criticizes the work in which 
Schober demonstrated a nephrotic substance in the 
sera of patients suffering from acute and “ active” 
chronic nephritis (Edinb. med. J., 1941, 48, 322). Blood 
was obtained by the author from 8 patients with acute 


In a control series ° 
* the majority of readings were 32 or 64 minimal haemo- 


nephritis. The serum obtained from this was injected 
subcutaneously, in amounts varying from 3-5 to 12 ml., 
into rats; data on the urine, weight, and blood pressure ~ 
of the rats had been obtained previously. No significant 
changes were noted in these values after the injection, and 
when the animals were killed 6 to 14 days later no 
histological evidence of renal disease could be found. 
G. Loewi 


1233. The Relation of Phenol Retention to Uremia and 


the Effect of Phthalylsulfathiazole and Streptomycin on 
Phenol Production 

S. L. WALLAcE, J. M. Litrie, andJ.R.R. Boss. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
33, 845-852, July, 1948. 19 refs. 


In.3 groups of healthy male mongrel dogs, weighing 6 
to 14 kilo and ona balanced diet, the blood phenol con- 
tent and the number of Bacterium coli in the faeces were 
estimated. before and after a one-stage bilateral neph- 
rectomy. Group I (controls, 5 dogs) received no medi- 
cation after the operation; group II (4 dogs) were given 
0-5 g. per kilo per day of phthalylsulphathiazole in 
divided doses for 3 days before the operation and after- 
wards until death; group III (4 dogs) received a tatal of 
0-5 g. per day of streptomycin under the same conditions 
as group II. Normal phenol levels in blood varied 
between 0-82 and 2-30 mg. per 100 ml.; the number of 
Bact. coli averaged 10’ per ml. wet faeces. 

Phenol concentration in the blood of control animals 
on the day of death or the previous day ranged from 
1-78 to 6°60 mg. per 100 ml. (mean 4-16); in group II 
the figures were 3-70 to 7-35 mg. per 100 ml. (mean 5-54), 
and in group III 1-54 to 2-23 mg. per 100 ml. (mean 2-00). 
There were no significant changes after drug administra- 
tion in dogs not operated upon. In the three groups 
operated upon no significant differences in the uraemic 
signs appeared; some of the animals receiving strepto- 
mycin seemed to show uraemic signs earlier than animals 
in the other two groups. In view, however, of the small 
number of animals in each group this finding may be mis- 
leading. The depth of depression was not always 
directly proportional to the concentration of phenol in 
‘the blood of controls and dogs receiving phthalylsul- 
phathiazole. In group II and III the coliform count fell 
within 48 hours of the start of administration of the drugs 
to 10? per ml. of wet faeces and remained at that level 
until the death of the animal. Streptomycin in general 
reduced the coliform counts somewhat more than did the 
sulphonamide. 

Sometimes phenol concentrations in blood of over 
3-50 mg. per 100 ml. were accompanied by mild depres- 
sion only, whereas in other animals lower figures were 
associated with severe stupor. Mean blood phenol con- 
centration 48 hours after operation was: in group I 
3-50 mg. per 100 ml.; in group II 4-05 mg. per 100 ml.; 
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in group III 1-85 mg. per 100 ml. The survival times 
were: group I, 84 to 126 hours (mean 99); group II, 
45 to 169 hours (mean 110); group III, 55 to 81 hours 
(mean 68). This seems to prove that metabolites other 
than phenols are responsible for the appearance of 
uraemic signs. Other intestinal organisms were not 
studied. It is suggested that Proteus vulgaris, known to 
be inhibited not by phthalylsulphathiazole but by 
streptomycin, is the organism predominantly responsible 


for phenol production. The earlier deaths of the animals _ 


in group III is unexplained. L. H. Worth 


1234. Clinical Considerations of the Problem of Extra- 
renal Excretion: Peritoneal Lavage 

H. M. Ope , D. O. Ferris, and M. H. Power. Medical 
Clinics of North America [Med. Clin. N. Amer.] 32, 989- 
1076, July, 1948. 16 figs., bibliography. 


The authors discuss the basic principles of dialysis and 
the difficulties caused by disturbed electrolyte and fluid 
equilibria. Dialysing procedures are classified under the 
headings of external and internal routes; in the latter 
either the gastro-intestinal tract or the peritoneum is 
utilized. The authors then devote their whole attention 
to a detailed consideration of the peritoneal method. 

Experimental studies on peritoneal physiology are 
discussed and the increased rates of absorption in uraemic 
animals, in which the osmotic pressure of blood is raised, 
' are pointed out. The clinical indications for peritoneal 
lavage are given. An exhaustive study of the literature 
reveals 53 reported cases since 1923. Of 27 patients with 
reversible renal lesions, 13 have recovered; of the 53 
patients 27 had intermittent and 26 continuous lavage. 
From a survey of the data, it is obvious that the method 
is a useful one for removing waste products from the 
blood and tissues of the uraemic patient. The solutions 
which have been used are discussed. Out of 18 plasma 
chloride values reported, 8 were above normal after 
administration of 1-8% saline, Rhoads solution, and 
modified mammalian Tyrode solution. Carbon-dioxide 
combining power was below normal in half the cases in 
which values were given. This fall occurred in those 
given Locke—Ringer, Rhoads, or modified Tyrode solu- 
tions. Out of 23 patients 16 became oedematous; 11 of 
these had been given modified Tyrode solution. The 
authors consider 4 solutions as satisfactory for peritoneal 
lavage: Hartmann’s solution, Kolff’s solution, the “‘ A ”’ 
solution of Abbott and Shea, and “‘ P”’ solution. They 
prefer the last (NaCl 6-0; KC10-2; CaCl, 0-1 ; MgCl, 
0-1; NaH,PO,0-05; NaHCO, 2:0; sodium citrate 1-57; 
dextrose 20 g. per litre) with added penicillin and heparin 
at pH 7°5. 

The authors use sump drains and recommend the 
arrangement described by Oppenheimer and Rosenak 
(J. Mt Sinai Hosp., 1948, 14, 908). The dangers of 
infection, channelling, and pocketing of the omentum 
are stressed. The rate of inflow should be no more than 
20 ml. per minute, since otherwise distension will occur. 
The exact procedure is described and the importance of 
constantly obtaining biochemical data is emphasized. 
Penicillin and streptomycin are given intramuscularly. 
While parenteral therapy is necessary for deficiencies of 
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fluids and electrolytes, a warning is sounded against 
over-hydration. Continuous perfusion is recommended 
until the blood urea is less than 100 mg. per 100 ml., until 
more than | litre of urine has been passed in 24 hours, or 
until the amount of urea excreted in the urine is equal to 
or more than the amount in the dialysate in a 24-hour 
period. The authors describe 4 personal cases fully. 
[This paper is a most valuable contribution to the sub- 
ject and its study in the original its recommended, since 
only the barest outlines can be given here.] G. Loewi 


1235. A New Therapeutic Possibility in Vesical Papil- 
lomas 

R. GONZALEZ and M. FirstaTer. Urologic and Cutane- 
ous Review (Urol. cutan. Rev.] 52, 377-381, July, = 
11 figs., 20 refs. 


The authors draw a comparison between venereal warts 
and papillomata of the bladder, and emphasize the 
tendency of the latter to recur and to become malignant. 
A filterable virus is mentioned as a possible cause of 
vesical papillomata, and the claim made by Granara that 
recurrence is prevented, after diathermy fulguration, by 
autovaccination, is mentioned. The authors also cite 
the work of Lowsley and Kirwin who used 50% phenol 
in glycerin followed by 95% alcohol in attempts to pre- 
vent recurrence. 

In view of the effectiveness of podophyllin in the treat- 
ment of venereal warts in man, the authors carried out 
experiments on dogs as a preliminary to the application 
of podophyllin in the treatment of human vesical papillo- 
mata. They have investigated the tolerance of dogs’ 
vesical mucosa to the drug, also absorption of the drug 
and its possible toxic effects. 

Varying strengths (5 to 30%) of podophyllin solu- 
tions were instilled into the bladder of 5 healthy dogs and 
maintained there for 6 hours. The dogs’ bladders 
tolerated these solutions well, but the stronger solutions 
caused inflammation, desquamation, and _ superficial 
ulceration of the mucosa. The animals suffered from 
diarrhoea, and it was assumed that this was due to 
absorption of the podophyllin, but microscopical sec- 
tions of the lungs, liver, kidneys, and intestines revealed 
no appreciable changes indicative of toxaemia. 

From these experiments trial of podophyllin in the 
treatment of vesical papillomata in man was considered 
safe. The authors recommend that not more than gr. 0:2 
(13 mg.) of podophyllin be given per session. It can be 
instilled into the bladder in oily suspension ; it can be 
applied topically in women through a Kelly’s speculum; 
or it can be applied by insufflation. The authors advocate 
the last method. A double catheterizing cystoscope is 
passed; the bladder is emptied and then moderately in- 
flated with oxygen. Podophyllin powder is then in- 
sufflated on to the papillomata under direct vision 
through a ureteric catheter from an atomizer. The 
authors observe: ‘*‘ The experimental results and the first 
clinical trials which we carried out raised our hopes of the 
effectiveness of this new therapeutic procedure in vesical 
papillomas”. No results are given. [The possibility of 
air embolism should be remembered.] 

Charles P. Nicholas 
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1236. Spondylarthritis Ankylopoietica. (Spondylartritis 
anchylopoetica) 

L. BRAHME. Nordisk Medicin [Nord. Med.| 39, 1375- 
1382, July 23, 1948. 9 refs. 


The author reviews present knowledge of spondylitis 
ankylopoietica and discusses the condition with reference 
to his own experience and the records of the disease in 
Sweden. 

He considers unwarranted the division of the disease 


into a descending Bechterew type with nervous lesions © 
-and an ascending Marie-Striimpell type with joint 


symptoms, since mixed types are common. The 
disease is primarily one of joints (sacro-iliac, interverte- 
bral, and costo-vertebral) in which destruction is followed 
by ankylosis, accompanied by ossification of the para- 
vertebral ligaments. No firm views on aetiology are 
held but the factors of infection, disturbed chondroitin 
sulphuric acid metabolism, and sex hormones are all 
discussed. 

The disease is apparently rare in Sweden and the author 
attributes the very variable incidence in different series 
to different criteria in making the diagnosis; to this is 
also attributed the extremely wide variations in the per- 
centage of women affected. The author considers the 
disease to be very rare in women and notes that men are 
more subject to it in their sexually active years and 
that a proportion of the few women affected show 
evidence of endocrine abnormalities. Owing to the 
rarity of the condition, the different criteria in diagnosis, 
and the fact that cases when first seen are usually wrongly 
diagnosed, prognosis is difficult to determine but»some 
patients continue working for 20 to 30 years and only one 
of the author’s 28 patients has had to give up work. 

The author’s material is taken from the Norrképing 
Hospital records for the last 20 years, during which 28 
patients with ankylosing arthritis of the spine received 
90 periods of treatment. They fall into two groups, with 
14 cases in each. In the first condition, called by the 
author primary Bechterew’s disease, there is a “‘ bamboo 
spine * without joint deformation in the spine or, save 
rarely, elsewhere; patients are between 20 and 40, with a 
peak incidence about the age of 30. In the other group 
(secondary Bechterew’s disease) ‘‘ bamboo spine” is 
never seen, but there is arthritis deformans of the spine 
and also arthritis of the small joints in every case; ages 
range from 20 to 50 and there is no peak incidence. 
The author believes that the latter condition represents 
one result of a generalized polyarthritis, and that, though 
Cases are symptomatically indistinguishable from those 
in the primary group, the condition is aetiologically 
different and radiologically (if not clinically) always 
distinguishable. 

Apart from symptomatic treatment, gold is recom- 
mended for early cases and x-ray therapy as the most 
effective generally. In 3 cases with high serum-calcium 
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values parathyroidectomy was carried out without 
objective benefit. Female sex-hormone therapy is also 
suggested. A. M. M. Wilson 


1237. Still’s Disease in Children. (BonesHb Crunna y 

G. B. SHaprro and O. Y. ViLeENKINA. Tleguatrpua 
[Pediatriya] No. 4, 35-42, July—Aug., 1948. 1 fig. 


At the rheumatism clinic of the Children’s Hospital, 
Moscow, 19 cases of chronic progressive multiple arth-. 
ritis of unknown origin have been treated in the past 6 
years. Analysis of these suggests that they are all cases of 
Still’s disease. Sixteen of the children were taken ill 
before the age of 7, the earliest at 7 months old. There 
was no relation to acute infections. In 13 a clear picture 
of Still’s disease developed. In differential diagnosis 
confusion with tuberculosis and acute rheumatism was 
likeliest. 

In 4 cases the onset was acute with high fever and 
joint swelling. In one case fever was present for 3 weeks 
without signs, in another the disease simulated malaria. 
In 4 the onset was gradual with mild fever, and in 1 case 
a swollen knee was for some time the only physical sign. 
The commonest form of temperature chart showed phases 
of high fever alternating with normal or subfebrile phases. 
Of 13 cases, the joints of the cervical spine were first 
affected in 2 cases (these were eventually involved in 11 
out of 13 cases), the small joints of the hand in 1 case, 
and the larger joints of the limbs in all others. The 
affection tended to spread symmetrically. Hip-joints 
were involved in 9 cases, the mandibular and sterno- 
clavicular joints only in 1 severe case. The periarticular 
swelling was soft and not tender. Pain was only present 
on movement, save in exacerbations. The skin over the 
swellings was cold and pale. The usual muscle atrophy 
and eventual joint deformities were observed. In all 
cases there was general enlargement of lymph nodes, 
the supratrochlear nodes being most constantly involved. 
In2cases the lymph-node swelling was tender. The spleen 
became palpable | to 4 cm. below the costal margin in 
9 of 13 cases, but in 2 of these only after 18 months; the 
liver was enlarged in 4. An erythema, commonest on 
extensor surfaces and tending to fade and reappear, was 
observed in 4 cases. Albuminuria and jaundice were 
not seen, and signs of cardiac involvement were present 
only in 3 of 8 cases. In addition to hypochromic 
anaemia, leucocytosis was common, the count rising 
above 24,000 per c.mm. in 2 cases but in general fluctuat- 


_ing greatly. Physical development was retarded. The 


authors were impressed by the great fluctuation in 
physical signs with the passage of time. The prognosis 
is poor. Some effect on symptoms was obtained by 
short-wave therapy (wave length 3 m.), but neither this 
nor other treatment retarded the disease. Penicillin 
was of help only in 1 out of 4.cases. S. S. B. Gilder 
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Neurology 


1238. The Protein Content of the Spinal Fluid in Spinal 
Subarachnoid Block. A Report on 838 Double Punctures. 
[In English} 

F. F, WAGNER. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.| 22, 283-301, 1947. 23 refs. 


Combined cisternal and lumbar punctures were carried 
out in 838 cases, and the protein content of cerebrospinal 
fluid was determined by Bisgaard’s method, a maximum 
dilution value of 10 being used for cisternal fluids and 20 
for spinal fluids. In 200 cases there was hydrodynamic 
block and in 614 free passage of fluid; in 24 existence 
of block was doubtful. No direct relation was found 
between hyperalbuminosis of lumbar fluid and block, 
dilution values being below 20 in over 30% of cases, 
while in 14% of the cases without block values were above 
this figure. Tumours and compression gave rise largely 
to total block, and inflammation to partial block. Neuri- 
nomata were associated with the highest protein values. 
In the cases of block the protein content of cisternal fluid 
was raised in about 24%, while that of lumbar fluid was 
raised in 67%. The Ayer—Jessen quotient (relation of 
protein content of lumbar fluid to that of cisternal fluid) 
was usually raised in cases of compression. In 124 of 
131 cases the level of a tumour was determined by myelo- 
graphy; most tumours were in the thoracic region, 
especially at the D6 or D7 level. By double puncture 
respiratory changes of pressure can be registered; with 
subarachnoid block the cisternal and lumbar pressures 
may be independent. Respiratory block may be absent 
in lesions at a high level when block is revealed by the 
Queckenstedt test, while with lesions at a lower level 
both signs are usually present, but this is not fully 
diagnostic. . Gwenvron M. Griffiths 


1239. Pallhypesthesia. Depression of the Appreciation 
of Vibration in Trauma and in Disease; a Preliminary 
Report 

S. GotpBLatt. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 59, 292-301, March, 
1948. 2 figs., 2 refs. 


A preliminary report is given of the testing of vibratory 
appreciation by means of the Roth neurometer on 200 
unselected patients. A significant depression was found 
in untreated hypothyroidism, in’ lymphogranuloma 
venereum and all stages of syphilis, even when the 
primary lesion was less than one week old. A finding 
of 30% reduction in vibratory appreciation in.a patient 
with mild hyperthyroidism may point to a coexisting 
decrease in secretion of normal thyroxine. A sudden 
rise in the level of pallaesthesia occurred in 3 cases of 
primary syphilis within the period in which the Herx- 
heimer reaction could normally be expected to occur. 
Pallhypaesthesia, possibly permanent, was found in 


patients with a history of unconsciousness after trauma 


to the head even 10 to 20 years previously, and after 
exposure to severe blast which had produced uncon- 
sciousness and bleeding from eyes, ears, nose, and 
mouth. On the other hand, improvement in vibratory 
appreciation in occasional cases of early pernicious 
anaemia, alcoholic polyneuritis, and hypothyroidism 
indicates that damage is not necessarily irreversible. 
Indeed, as a progress test in syphilis, determination of 
appreciation of vibration may prove to have great value 
in deciding whether treatment has been adequate. 

It is noteworthy that changes in position sense were 
not found in these cases, so that it would appear that the 
fibres carrying vibratory impulses are the most labile 
and sensitive of the entire nervous system. 

W. H. McMenemey 


1240. The Electroencephalogram in Hypoparathyroidism 
with Tetany and Epilepsy 

H. Gorra and J. B. Oporiz. Journal of Clinical En- 
docrinology [J. clin. Endocrinol.) 8, 674-686, Aug., 1948. 
4 figs., 6 refs. : 


Electroencephalographic records were made in a 
series of 14 patients with hypoparathyroidism, 13 of 
whom were females and 1 a male. The symptoms 
followed thyroidectomy for goitre in 11 and developed 
spontaneously in 3. During tetany there was a pre- 
dominance of alpha rhythm in 8 and a fast rhythm in 6 
cases. Muscle-action potentials were sometimes a 
prominent feature. 

The most striking abnormality in the electroencepha- 
logram of parathyroid insufficiency is the occurrence of 
slow waves (2 to 5 cycles per second), either singly or in 
series, with occasional spiking. Hyperventilation en- 
hances them. An intravenous injection of calcium has 
no effect on them, but they tend to disappear if the blood 
calcium is restored to the normal level by calciferol 
therapy. Hypocalcaemia seems to be the conditioning 
factor for their appearance. Epilepsy is frequently 
associated with parathyroid insufficiency. Under these 
conditions the electroencephalogram may show: (a) 
typical bursts of slow waves and spikes; (6) continuous 
generalized dysrhythmia; (c) slow waves, either single 
or in series; or (d) a normal record. A. C. Crooke 


1241. Bacteriological Studies of Multiple Sclerosis 
E. C. RoseNow. Annals of Allergy [Ann. Allergy| 6, 
271-292, May-June, 1948. 8 figs., 18 refs. 


Cultures made from tonsil and nasal swabs in cases of 
multiple sclerosis grew « streptococci (viridans) in large- 
numbers. These were injected intracerebrally into 
rabbits, mice, and one monkey. In the animals which 
survived the first few days nervous symptoms developed 
with blindness, increase in reflexes, urinary inconti- 
nence, and a mild paralysis, spastic in type. In control 
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experiments with streptococci isolated from patients with 
other diseases the symptoms tended to simulate those of 
the original disease. The streptococci were of low 
virulence and were not recovered from the brains of these 
animals. In agglutination tests made with sera and 
streptococci obtained from persons with multiple 
sclerosis and from other cases, the highest titres were 
obtained with the homologous sera. The streptococci 
isolated during quiescent phases of the disease were not 
agglutinated. These results suggest a specificity for the 
disease from which the host suffered. The effects of 
histamine treatment on the cutaneous reaction was 
studied. Histological study of the brains of rabbits 
showed vascular engorgement, perivascular infiltration, 
and patchy areas of round cells, with in some cases a 
patchy demyelinization like that of multiple sclerosis. 
A specific streptococcal neurotoxin is suggested and it is 
thought that streptococci may play a part in the aetiology 
of multiple sclerosis. Gwenvron M. Griffiths 


1242. Vasospasm Associated with Multiple Sclerosis 

C. R. FRANKLIN and R. M. BrRICKNER. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 58, 125-162, Aug., 1947. 8 figs., 18 refs. 


The authors base their observations on 18 cases of 
multiple sclerosis in which arteriolar spasm was noted in 
the retinal arteries. These zones of spasm were corre- 
lated with scotomata, which were found to vary with the 
spasm and to be modified by the use of vasodilator or 
vasoconstrictor drugs. From this the hypothesis is deve- 
loped that the characteristic focal areas of demyeliniza- 
tion in the brain and spinal cord depend on similar spasm 
persisting long enough to lead to degenerative changes in 
the myelin. J. St. C. Elkington 


1243. Schistosomiasis of the Central Nervous System. 
Experiences in World War II and a Review of the Litera- 
ture 

C. A. KANE and H. Most. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 59, 141- 
183, Feb., 1948. 5 figs., 45 refs. 


Before 1944 involvement of the central nervous system 
in schistosomiasis had been reported as a rare complica- 
tion in 24 cases. Among troops exposed to infection 
with Schistosoma japonicum during military operations on 
Leyte (Philippines) a further 27 cases have occurred. A 
summary of the earlier and the published new cases is 
given. In the present series 15 cases are grouped as non- 
surgical, with diffuse or focal neurological signs, and 10 
as surgical, with symptoms simulating brain tumour. 
The invasion route is uncertain; it may be by direct 
deposition of ova by worms in the cranial vessels, or by 
embolism from the liver, eluding the liver—lung barrier. 
The pathological changes are due to the physical presence 
of ova, to foreign protein, or to toxins. Eggs have been 
found in most parts of the brain, but chiefly in the cortex, 
basal ganglia, and internal capsule. The lesion is a 
pseudo-tubercle, with central necrosis, an epithelioid 
layer, a compact cellular layer, and surrounding gliosis. 
Multinucleated cells may be seen. 


Clinically the onset was sudden, in the non-surgical - 


group averaging 18 weeks from exposure, and 23 weeks in 
the others. Fever and headaches were constant, also 
disturbances of the sensorium. In the first group dis- 
orientation and confusion lasted for up to 2 weeks, while 
in all surgical cases there were convulsions of various 
types and periods of coma. Visual disturbances were 
common, but transitory except in one case. Transitory 
speech disturbances occurred in 48% of cases. Weak- 
ness of limbs was constant. In the first group there-was a 
flaccid monoplegia in 3 cases, while 12 had a capsular 
type of hemiplegia. There were slight sensory or trophic 
changes in some cases; extrapyramidal signs were diffi- 
cult to evaluate. In the surgical group the sudden onset 
was associated with neurological signs, usually localized 
to the left hemisphere. Aphasia, field changes, and 
sensory abnormalities were more common than in the 
first group. In 22 cases ova were not found in the stools 
until after neurological symptoms had appeared. The 


_cerebrospinal fluid was normal in most cases; in others 


there was a mild pleocytosis; ova or eosinophils were not 
found. 


The diagnosis is not easy because ova are usually not - 


found until late; where there has been exposure, neuro- 
logical symptoms referable to the brain and motor in 
type are suggestive of infection. One patient died, 
apparently not from the nervous system complications. A 
few made a complete recovery, but all in the surgical 
group and most of the others had some residual distur- 
bance a year later. Treatment is by intravenous injec- 
tions of antimony potassium tartrate to a total dose of 
2-22 g. with surgical intervention where indicated. 
Gwenvron M. Griffiths 


1244. Etiology of Optochiasmatic Arachnoiditis 

W. L. BruetscH. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 59, 215-228, Feb., 
1948. 4 figs., 24 refs. ' 


In optochiasmatic arachnoiditis dense bands or aprons 
of arachnoid attached to the optic nerves and neighbour- 
ing vessels are considered to give rise to a primary atrophy 
amenable to surgical intervention. Among suggested 
causes are (1) infections of the paranasal sinuses; (2) 
cerebro-meningeal infections; (3) trauma. An attempt 
to evaluate these causes was made by studying the local 
condition in 400 consecutive necropsies on patients with 


conditions suggested as possible causes of optochiasmatic 


arachnoiditis. 

There were no cases of infection of the paranasal 
sinuses or of the ears (usually accepted as a cause). 
No thickening was found in 9 cases of encephalitis 
lethargica or in other cases of encephalitis or purulent 
meningitis. Syphilitic basal meningitis may cause 
formation of arachnoid bands, but this is not constant. 
No definite relation was found between the cell count in 
the cerebrospinal fluid and the degree or presence of 
arachnoiditis in dementia paralytica. Trauma is not a 
common cause: there was arachnoiditis in one case out 
of 9 cases of old cerebral injury. Arachnoiditis in the 
optic region may follow haematoma formation. Rheu- 
matic fever has been considered to be a cause, and of 30 
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cases in this series | had asymptomatic adhesions. In 
13 cases of cerebral tumour there were no adhesions. 
Of 26 cases of advanced cerebral arteriosclerosis 15 
showed slight arachnoid thickening only. There was no 
evidence of the condition in 37 brains from senile patients. 
Except for the role of syphilis this study throws no 
light on aetiology. It is probable that the optic atrophy 
is not due to constriction by bands, but to other inflam- 
matory or demyelinating factors. The results of opera- 
tion are often disappointing.  Gwenvron M. Griffiths 


1245. Sturge—Kalischer-Weber Syndrome of Bilateral 
Distribution 

C. Worster-DrouGutT. British Medical Journal [Brit. 
med. J.| 2, 414-416, Aug. 28, 1948. 4 figs., 12 refs. ° 


In previously reported cases of this syndrome—the 
association of congenital naevi of the face with a corre- 
sponding lesion of the leptomeninges—the condition has 
always been unilateral. In the case described by the 
present author the condition was bilateral. The 
patient was first seen at the age of 74 months; convulsive 
attacks had begun at the age of 4 months and were 
mainly, but not exclusively, right-sided. A cousin had a 
cutaneous naevus on the left side of the forehead. The 
patient had extensive and bright-red capillary naevi on 
the left side of the face, scalp, upper portion of the 
trunk, and on the left arm, hand, and outer side of left 
leg. On the right side of the face were similar but less 
extensive naevi. There was slight right-sided spasticity. 

Radiographs of the skull at the age of 74 months were 
normal, but at 1 year 7 months they showed extensive fine 
calcification on the left side of the cerebrum and also 
similar calcification but of lesser extent on the right side. 
The child was mentally deficient (amentia), and-when seen 
at the age of 44 years she had a more definite partial right 
hemiplegia and continued to have intermittent fits, still 
mainly right-sided. N. S. Alcock 


1246. Tumors of the Septum Pellucidum 
J. D. Frencu and P. C. Bucy. Journal of Neurosurgery 
[J. Neurosurg.] 5, 433-449, Sept., 1948. 2 figs., 37 refs. 


Full case reports of 5 patients with tumours of the 
septum pellucidum are given and a further 31 cases from 
the literature reviewed. Five cases in this series were 
presumed to have been operated upon successfully. The 
tumours occurred mostly in young adults with symptoms 
of a few months’ to years’ duration. The causation of 
the symptoms and signs is discussed; they are presumed to 
be due to a combination of local compression and 
hydrocephalus from obstruction of the foramina of 
Monro. The early symptoms were most commonly 
intermittent headaches, visual and aural disturbances, 
occasional attacks of cataleptic-like weakness, and 
mental deterioration. Later signs of high intracranial 
pressure appeared, mental deterioration progressed, and 
occasionally convulsions, ataxia, motor weakness, and 
sensory disturbance appeared. Local motor and sensory 
signs and ataxia are ascribed to pressure on the basal 
ganglia and internal capsule; mental deterioration is 
thought to be due to a combination of pressure on the 
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frontal lobes and corpus callosum and hydrocephalus 
from obstruction. All the tumours reviewed were 
gliomata, and their origin from the subependymal plate 
is discussed. The most favourable tumour for removal 
was the subependymal astrocytoma. Two of the 
authors’ successful cases were of this nature, and possibly 
2 of the other 3 successfully treated cases from the 
literature. E. B.C. Hughes 


1247. Late Effects of Injury to the Brain due to Shell 
Fragments and Gunshot. Neurologic and Psychiatric 
Observations 

J. A. Arta. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 58, 163-179, Aug., 
1947. 20 refs. 


_This paper provides a statistical analysis of residual 
symptoms and signs in 100 cases of penetrating injuries 
of the brain which were sustained in the war of 1939-45, 
The patients were unselected and were part of a group of 
320 consecutive patients admitted to hospital with head 
injuries of all kinds. Numerical analyses of the various 
symptoms and signs are given, with occasional illustrative 
case records. Attention is paid to the personality 
changes observed and to the problems of rehabilitation 
and disposal involved. J. St. C. Elkington 


1248. Focal Epilepsy. A Statistical Study of its Causes 
and the Results of Surgical Treatment. II. Epilepsy 
Secondary to Cerebral Trauma and Infection 

J.C. Wuite, C. T. Liu, and W. J. MixTer. New England 
Journal of Medicine [New Engl. J. Med.] 239, 1-10, 
July 1, 1948. 5 figs., 12 refs. 


This paper deals with 80 cases in which cerebral 
trauma or infection caused epilepsy. Of these cases, 62 
were available for statistical study of end-results—49 
cases of acute or chronic seizures from cerebral trauma 
and 13 following infection. The cerebral trauma was due 
to epidural bleeding (5), subdural bleeding (10), depressed 
and compound fractures (6), and cerebral scars (28). 
Cases of epilepsy due to spontaneous subarachnoid 
haemorrhage (20 out of 118 cases) are not included in the 
total. In the 10 cases of subdural bleeding (occurring in 
120 patients with this lesion), if there was no obvious 
brain damage the fits ceased (6 out of 7 cases). In the 6 
cases of acute cortical compression from depressed 
fractures, operation relieved the fits permanently in each. 

There were 28 cases of chronic epilepsy due to cortical 
scarring—27 from trauma and 1 from cortical excision for 
Parkinsonian tremor. In dealing with these cases the 
authors comment that the source of the epileptic dis- 
charge is never within the cicatrix itself but at some point 
in the transition zone between the completely scarred 
area afd normal brain. Although the cortex at this 
point may not appear grossly abnormal, the nerve cells 
are distorted and compressed by a fine network of 
fibroglial tissue. It is impossible to locate the epilepto- 
genic focus in the periphery of one of these scars by 
inspection, and the best method available before the 
recent development of electrocorticography was location 
of the area from which seizures could be induced by the 
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thyratron stimulator with minimal current. In the 
smaller scars situated in relatively silent areas, the entire 
area was excised with a small amount of surrounding 
cortex. Of 11 patients in whom this was possible 6 have 
not had another attack and the other 5 improved, whereas 
of 7 in whom partial excision was carried out only 4 were 


' no better while 3 were improved. Where the focus lay in 


a vital speech or motor area mere freeing of adhesions was 
all that could be done and in general this did not effect any 
improvement. The authors are hopeful, however, that 
with modern methods of location it may be possible to 
excise small active foci of irritable cortex at the edge of 
large scars even in the most important areas of the brain. 

Of the cases of infection 9 were acute; the prognosis in 
these was serious; only 2 patients survived who con- 
tinued to have fits after healing. Of the 11 cases develop- 
ing chronically in patients with healed lesions only 4 were 
suitable for excision and in these the condition was 
improved. 

[These two papers are a careful though rather unin- 
spired analysis of a series of surgical cases. The authors 
are apt to make dogmatic statements which are unsup- 
ported by any evidence in the papers.] N. S. Alcock 


1249. Studies in Epilepsy: Personality Pattern, oer 
tional Stress, and the Symptoms of Narcolepsy 
W. BARKER. Psychosomatic Medicine [Psychosom. Med. ] 
10, 193-202, July—Aug., 1948. 2 figs., 15 refs. 


By “ free associational reconstruction of the events ” 
and by interview after the patient had received injections 
of “ sodium amytal ”’ data were obtained in 4 narcoleptic 
patients on the mental state immediately preceding 
attacks. It is suggested that attacks occur whenever 
thoughts or activities intolerable to the patient threaten 
to arise. - —D. A. Pond 


1250. Methyl Hydantoin (Mesantoin) in the Treatment 


of Epilepsy 
N. A. Davin, L. S. Durkin, M. L. MARGASON, and W. A. 


_ Viete. Journal of Nervous and Mental Disease [J. nerv. 


ment. Dis.| 108, 118-129, Aug., 1948. 2 figs., 14 refs. 


The drug 3-methyl-5 : 5-phenylethylhydantoin or 
* mesantoin ”’ is related fo “ nirvanol ”’ and to phenytoin; 
its clinical trial in 20 epileptics over.a period of up to 8 
months is reported. Eleven patients had grand mal 
attacks, 5 petit mal, and 3 petit and grand mal, while 1 
patient had Jacksonian seizures. In 7 of the cases of 
grand mal the new drug was more effective than any 
other drug, and it diminished the number of petit mal 
seizures. The drug has a stimulating and not a sedative 
effect and for this reason should occasionally be combined 
with phenobarbitone. Morbilliform rashes were ob- 
served in 3 cases and a toxic psychosis lasting 60 hours 
in another case. The average effective dose was 0:1 g. 
3 times a day; children have a high tolerance. In the 
opinion of the authors methylhydantoin is useful in 
cases where phenobarbitone causes undue mental de- 
Pression, or where either phenobarbitone or diphenyl- 
hydantoin sodium is ineffective. Elliott Emanuel 


1251. Intelligence Defects in Post-encephalitic Parkin- 
sonism. (Contribution a l’étude du déficit de l’intelligence 
chez les parkinsoniens encéphalitiques) 

R. NysseEN and M. WeEns. Acta Neurologica et Psy- 
chiatrica Belgica {Acta. neurol. psychiat. belg.| 48, 
287-307, July, 1948. 2 figs., bibliography. 


After commenting on the difference of opinion found 
in the literature as to the existence and degree of reduc- 
tion in intellectual capacity in patients—particularly 
children—suffering from the sequelae of encephalitis 
lethargica, the authors report the result of a series of 
intelligence tests carried out on 69 adults with post- 
encephalitic Parkinsonism. Tests designed for persons 
of low intelligence were employed after being tried on 
175 normal controls. The investigation indicated that 
the majority of such patients showed a slight reduction in 
intellectual capacity which did not appear to bear any 
direct relationship to the age of the patient, the duration 
of the illness, or to psychological symptoms other than 
in the sphere of intelligence. J. St. C. Elkington 


1252. Some Preliminary Observations on the Clinical 
Course of Myasthenia Gravis Before and After Thymec- 
tomy 

A. M. Harvey. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.| 24, 505-522, Aug., 
1948. 1 fig., 5 refs. 


This is a study of the clinical course, with special 
reference to remissions, in 125 cases of myasthenia gravis, 
in 32 of which thymectomy had been carried out. Some 
special points about the clinical picture are brought out. 
In 87% of female cases symptoms appear before the age 
of 40, while only 56% of the men are affected before this 
age; headache and pain in the eyes may occur; the 
course of the disease during pregnancy is variable but the 
disease uniformly becomes more severe after the birth of 
a child; myasthenic symptoms are usually more severe 
during the few days before a menstrual period. From 
comparison with a series treated before neostigmine 
treatment was introduced (Kennedy and Moersch, 
Canad. med. Ass. J., 1937, 37, 216), the author considers 
that remissions are less likely to occur when the patient is 
under treatment with neostigmine. As the disease pro- 
gresses, the probability of a lasting remission of clinical 
significance grows less. 

Of the 32 patients submitted to thymectomy, 7 had a 
circumscribed thymoma and in the other 25 there were 
variable amounts of hyperplastic thymic tissue. Of the 
32, all severe cases, 3 died post-operatively and 7 sub- 
sequently (4 of these had a thymoma). The follow-up of 
29 patients for 6 months or more showed that 2 were well, 
6 had shown an almost complete remission of symptoms, 
7 had a partial return of strength towards normal, 5 had 
definite but slight and continued improvement, and in 9 
the course of the disease had not changed. 

The author concludes that preliminary study of the 
results of thymectomy indicates that the beneficial results 
are greater than one might expect from spontaneous 
rémission in the severity of myasthenia gravis. 

J. W. Aldren Turner. 
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1253. Periodic Catatonia 
J. S. B. Linpsay. Journal of Mental Science [J. ment. 
Sci.] 94, 590-602, July, 1948. 4 figs., 17 refs. 


Periodic catatonia is characterized by periods of 
erratic conduct followed by stupor, confusion, or 
excitement, the condition thereafter undergoing periodic 
remissions and relapses. 

In the periods of remission the patient is free of cata- 
tonia and the associated symptom-complex (sympathe- 
ticonia), but is still dull, apathetic, and withdrawn. In 
clearly defined cases catatonia is synchronous with 
increased sympathetic function (increased pulse rate and 
raised blood pressure, pallor, coldness of extremities, 
mydriasis, anisocoria, fine tremor, urinary retention, 
increase in basal metabolic rate, decrease in urinary 
output and body weight, and increase in blood viscosity) ; 
this group was called by Gjessing the synchronous- 
syntonic group, in contrast to the less well-defined cases, 
which he describes as the asynchronous-—asyntonic 
group. Of the more typical group, Gjessing defined two 
main subgroups: (1) type A, in which the patient’s 
nitrogen store increases to a peak, and shortly after 
excretion starts catatonia develops, only to disappear 
when the store has been eliminated; and (2) type C, in 
which the catatonia starts at the end of the period of 
excretion and persists throughout the phase of nitrogen 
storage. It is stated that the biochemical changes are 
not related to the mental state either as cause or effect. 

The orthosympathetic activity is a fear reaction, in 
which the kinetic manifestations are due to hypothalamic 
overactivity. If integration occurs, however, there is 
amelioration of the underlying schizophrenic psychosis, 
and recovery from catatonia orthosympatheticotonia. 
Where, however, the hypothalamic response is asyntonic, 
that is, not integrated to one purpose, the basic schizo- 
phrenia is more severe, and the periodicity is irregular and 
may be absent over long periods. 

The author describes 2 cases of the least common type 
of periodic catatonia, in only one of which the patient’s 
condition improved as the body weight increased. It is 
noted that remission does not occur unless there is a gain 
in weight, and body weight may thus be used as an index 
of the ability of the hypothalamic centres to control a 
normal internal environment. D. S. Fairweather 


1254. Psychodynamic Considerations in Gilles de la 
Tourette’s Disease (Maladie des Tics). With a Report 
of 5 Cases and Discussion of the Literature 

E. ASCHER. American Journal of Psychiatry [Amer. J. 
Psychiat.) 105, 267-276, Oct., 1948. 16 refs. 


“In 1885 Gilles de la Tourette reported 9 cases of 
a peculiar disorder characterised by compulsive jerkings 
of the voluntary musculature, usually that of the face, 
neck, and extremities, accompanied by coprolalia and 


frequently echolalia and echokinesis. This disease, 
which was later named after him, usually began in child- 
hood, the motor movements appearing first, followed by 
echolalia and echokinesis and then by coprolalia. The 
patients were reported to have responded but little to the 
treatment methods then available, and the progressive 
disorder was thought to be of an organic and hereditary 
nature.” ; 

The author reports 5 cases. The first was in a woman 
who at 18 began to exhibit jerking of the head and 
explosive actions and utterances, shouting “* Shut up” 
repeatedly in church. There was evidence of conflict 
about sexual matters. She later collected old screws 
and washed her hair all day and was admitted to, and 
remained in, hospital as a case of paranoid schizo- 
phrenia. His second case was in a boy who after tonsil- 
lectomy at the age of 9 began to exhibit spasmodic 
jerking of the body and to form inarticulate noises, later 
of an obscene nature. He was notably rebellious against 
parental authority. The third was in a coloured woman 
who began involuntarily to utter oaths following the birth 
of an unwanted child at the age of 37. She was given 
psychotherapy which made conscious intense hostility to 


‘her husband and father, and became symptom free. In 


the fourth case the tic began at the age of 12; the words 
became increasingly obscene and the boy had to leave 
school. A domineering father appeared to be important. 
The fifth case was in a young man of Syrian extraction 
whose tic began when, with others, he was shouting 
obscenities at an imaginary Japanese airman; he 
developed jerking movements of the body. In hospital 
he was treated in a permissive way and became less 
embarrassed, but the tic persisted. 

The author points out that little is known of the 
cause, prognosis, and organic pathological changes (if 
any). He suggests that the utterances and gestures are 
often meaningful and that psychotherapy should be 
tried. The relation of this disorder to schizophrenia is 
still undecided. Elliott Emanuel 


1255. Reciprocal Relation Between Conditioned and 
Unconditioned Food Reflexes 

N. A. PopKopayev. American Review of Soviet Medi- 
cine [Amer. Rev. Soviet Med.] 5, 135-139, July, 1948. 
16 refs. ‘ 


A conditioned reflex arises as the result of chance 
synchronizing of two foci of excitation in the cortex, one 
induced by an exteroceptor and the other by an uncondi- 
tioned stimulus (US). After several coincident stimula- 
tions of these foci, the exteroceptive stimulus becomes a 
conditioned stimulus (CS). The nature of the relation- 
ship between these foci requires examination. 

A survey of the literature on the relation of conditioned 
and unconditioned reflexes is given. An indifferent 


stimulus, or a positive conditioned stimulus, applied after 
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_the beginningyof the unconditioned reflex (UR), becomes 


inhibitory. When a UR is introduced before a condi- 
tioned reflex (CR); the size of the latter is reduced in 
proportion to the length of the interval between them; 
this is taken to be due to negative induction from the UR. 
Where the CS is applied in too short a time after the end 
of the preceding UR, salivation ceases, and in 1 to 2 
seconds recurs as conditioned salivation, that is the CS 
shows an inhibitory influence on its UR. 

An experiment to discover the relation between the 
size of an established CR and the size of a reinforcing UR 
is reported; 3 dogs with different types of nervous system 
were used. A comparison was made between the size of 
the “‘ pure’? UR, and one preceded by CS of varying 
intensity. The duration of coincidence of CS and US 
varied from 0 to 45 seconds. The reading of salivation 
was taken every 5 seconds; this is necessary, as the 
influence of the preceding CR may only be evident for 
30 seconds. It was found that the larger the size of the 
CR, the larger was the size of the UR. In one dog, the 
UR preceded by a weak CS was less than a “* pure’ UR; 
increasing the time of combined activity of CS and US 
reduced the response to the latter. These “laws” did 
not obtain in every case; the variation in results may 
depend on the type of nervous system. The “ laws ”’ 
only became established after several weeks’ work. 

It is concluded that in the early stages of combination 
of an indifferent stimulus with the UR, the CS inhibits the 
US. When the CR is established, and the temporary 
association is fully imprinted, there is produced a single 
functional focus, working as a whole; the CS and US 
become synergistic. Desmond O’ Neill 


1256. The Technique and Application of Electronarcosis 
A. S. PATERSON and W. L. MILLIGAN. Proceedings of 
the Royal Society of Medicine (Proc. R. Soc. Med.} 41, 
575-586, Sept., 1948. 3 figs., 15 refs. 


Paterson described his technique of electronarcosis in 
which the strength of current is raised from 0 to 200 mA 
in about 2 seconds, kept constant for 30 seconds, and 
gradually reduced over 15 seconds until respiration begins. 
The current strength is then slowly raised until flexion of 
the elbows and slight respiratory stridor occur. Slight 
increases of current are continued for 6 minutes more. 
Clonic movements begin at 30 seconds with the reduction 
of the current, violent movements not taking place. The 
treatment is given 3 or 4 times weekly for a total of 12 
treatments, a second course of 6 to 12 sessions being given 
after some days. The authors and Davies have given 
more than 750 treatments. 

“ Seconal ’’, gr. 3 (0-2 g.) orally, or 0-3 to 0-5 g. of 
thiopentone or “ sodium amytal ”’ intravenously, is given 
previously. Sodium amytal has the advantage that it 
keeps the blood pressure lower and allows the patient to 
sleep. Atropine gr. #g (1-1 mg.) is given to prevent 
excessive salivation and cardiac and respiratory inhibi- 
tion. Curare, 2 mg. per stone (6°3 kg.) body weight, is 
administered to ease cardiac strain and prevent vertebral 


_ compression, a small dose being first employed to test for 


Sensitivity. When this drug is used, a bag is applied 
which can be inflated with oxygen and deflated in a 


rhythmic manner. Cardiac stimulants, adrenaline, and 
neostigmine must be athand. The blood pressure should 
be taken several times during treatment, the current being 
stopped if the diastolic pressure rises above 130 mm. Hg. 
Lowering the current by even 5 mA may improve a 
pulse of poor volume. Intravenous thiopentone and 
atropine should be given, and the current reduced, if 
cardiac inhibition occurs. If the pulse suddenly becomes 
very rapid and feeble, or irregularity other than occasional 
extrasystoles occurs, or if respiratory stress is seen, the" 
current should be completely stopped. Frequently, 
within 15 minutes, patients may be eating a meal, but 
others complain of headache, lassitude, constriction - 
around the chest, amnesia, difficulty of focusing, euphoria, 
and confusion. 

As a result of this treatment, 8 of 9 patients with 
recurrent schizophrenia returned to work in 3 months; 
9 of 10 ill for less than 1 year returned to work; 4 of 16 
ill for more than a year recovered completely; of 14 who 
had failed to improve with electric convulsion therapy, 6 
recovered and 3 improved further. Twelve out of 16 
patients with depression recovered, and 8 out of 9 
psychoneurotics improved. - 

Milligan has administered, over 2 years, approximately 
2,500 treatments at St. James’s Hospital, Portsmouth. 
With the exception of paraphrenics, no patient has 
refused further treatment, although the average number of 
sessions of electronarcosis has been 20 per case. At 
least 30 must be given before the treatment can be 
judged valueless. 

Of 60 adult schizophrenics treated, 52% had a remis- 
sion, 20% had a social recovery, and only 8% were 
unimproved. Complete remissions were produced in all 
of 7 patients with histories of less than 1 year, in 88% 
of 17 with less than 2 years’, in 60% of 40 with less than 
5 years’, and in 34% of 20 patients with more than 5 
years’ history. During treatment, schizophrenics, espe- 
cially of the hebephrenic and paranoid types, may become 
wildly excited, impulsive, and violent. Remissions were 
obtained in 14 of 15 cases of atypical schizophrenia and 
good results were produced in 10 cases of paraphrenia. 
The treatment was of value in panic states and as an 
adjuvant to psychotherapy in 15 cases of psychoneurosis. 
Ten patients with melancholia responded very well. 

The author is against the administration of electro- 
narcosis or electric convulsion therapy to out-patients, 
except very exceptionally. [These results are not in 
accordance with those of Garmany (Lancet, 1948, 1, 444), 
who in 28 cases given a total of 271 treatments obtained 
improvement of a lasting nature in 2, no such improve- 
ment being obtained in the 21 cases of schizophrenia. 
During treatment, haemoptysis occurred in 1 case, 
severe clouding of consciousness in 2 cases, and collapse 
in 7 cases, a number collapsing several times before the 
treatment was discontinued. Garmany regards: electro- 
narcosis as neither efficient nor safe.] G. de M. Rudolf 


1257. Current Trends in Clinical Psychology 
A. W. Comps, H. E. Durkin, M. L. Hutt, J. G. 
Miter, J. L. Moreno, and F.C. THORNE. Annals of 


the New York Academy of Sciences [Ann. N.Y. Acad. 
Sci.} 49, 869-928, Oct. 8, 1948. Bibliography. 
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Infectious Diseases 


VIRUS INFECTIONS 


1258. Studies on Susceptibility of Neotropical Rodents to 
Different Strains of Yellow Fever Virus 

H. W. Laemmert. American Journal of Tropical 
Medicine (Amer. J. trop. Med.) 28, 231-246, March, 1948. 


8 refs. 


- Since rodents are most numerous among the mammals 
encountered in areas of Brazil where sylvatic yellow fever 
is known to occur, several of the common neo-tropical 


rodents were tested to determine which might act as - 


potential reservoirs of infection. 

Various pantropic strains of yellow fever virus were 
inoculated subcutaneously or intraperitoneally, and 
certain neurotropic strains were inoculated intracere- 
brally, into 316 common rodents belonging to 20 different 
species. The animals were subsequently tested over a 
period of days for circulating virus by intracerebral 
inoculation of their blood or serum into albino Swiss 
mice, and for immune bodies 30 days later by using their 
serum in mouse-protection tests. 

Coendou prehensilis, C. paraguayensis, Dasyprocta 
aguti, D. aguti maraxica, D. azarae aurea, Akodon arvicu- 
loides, and Sylvilagus brasiliensis were found to be 
resistant to all strains of virus used, no circulating virus 
being found and the immunity response being poor. 
Only a few Cercomys, Euryzygomatomys, Cavia, Nec- 
tomys, and Oxymycterus showed traces of circulating 
virus. Proéchimys cayennesis roberti was resistant to the 
virus, as was P. iheringi to two jungle strains although 
traces of circulating virus were detected after inoculation 
with the Asibi strain, but P. dimidiatus showed circulating 
virus with all three strains, although only in small 
amounts and only for 1 to 2 days. In 3 species of Ory- 
zomys circulating virus was found. Sciurus ingrami had 
virus in the circulation after inoculation with the Asibi 
and one of the jungle strains, although the animals 
developed antibodies with all three strains. Cuniculus 
paca was the only species of which all the surviving 
animals contained circulating virus and developed 
neutralizing antibodies. Of 8 species tested against the 
French neurotropic strain, only one, Nectomys squa- 
mipes, showed susceptibility. F. Murgatroyd 


1259. Haemagogus capricornii Lutz as a Laboratory 
Vector of Yellow Fever 
M. B. WADDELL and H. W. KumMM. American Journal of 
Tropical Medicine [Amer. J. trop. Med. _ 28, 247-252, 
March, 1948. 14 refs. 


Although epidemiological observations in Brazil and 
Colombia established some years ago the importance of 
mosquitoes of the genus Haemagogus as vectors of jungle 
yellow fever, and although several members of the genus 
have since been incriminated, there is considerable 
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confusion in the identification of certain species, and in 
particular in distinguishing between H. capricornii and 
H. spegazzinii. The authors, therefore, carried out 
laboratory experiments and obtained transmission of the 
Olympio Christo strain of yellow fever virus (isolated 
during an epidemic of jungle yellow fever occurring in 
Espirito Santo, Brazil), by the bite of H. capricornii 


Lutz, the identity of which was established by examination 


of the terminalia of male offspring reared from eggs laid 
by 7 of the 12 mosquitoes used in transmission experi- 
ments. Among the insects proven to be infective by bite, 
transmission was irregular, some transmitting on all 
occasions when tested, whereas others sometimes failed. 
F. Murgatroyd 


1260. Gamma-globulin in the Prevention and Attenuation 
of Measles 

P. HARTLEY, T. ANDERSON, N. D. BEGG, W. GUNN, R. 
CRUICKSHANK, W. J. MARTIN, and I. TAYLor. Lancet 
[Lancet] 2, 41-44, July 10, 1948. 


A subcommittee of the Blood Transfusion Research 
Committee publish a report on gamma-globulin prepared 
by the method of Cohn of Harvard (originally a by- 
product in the manufacture of serum albumin for trans- 
fusion) in the prevention and attenuation of measles. 
One litre of normal human serum gamma-globulin was 
received in 1943 and was used to protect children who 
had been exposed to measles in hospitals, schools, 
nurseries, and their own homes. In July; 1946, a further 
supply was received which should have been used before 
the previous May. An investigation was carried out with 
this to determine whether such outdated material can be 
used with advantage. .The conclusions of this carefully 
conducted trial are: (1) Gamma-globulin prepared by 
Cohn’s method is about twice as efficient in prevention 
and attenuation of measles as is human convalescent 
serum. (2) Full protection is still not to be expected in 
all cases. (3) Samples of gamma-globulin still showed 
high protective and attenuating properties nearly two 
years after their preparation, differing hardly at all in 
potency from those of recent date. (4) Gamma-glo- 
bulin is safe to use: neither local nor general reactions 
were encountered. Jos. B. Ellison 


1261. Increase in Post-vaccinal Encephalitis in West- 
phalia in 1946. (Gehauftes Auftreten von postvak- 
zinaler Enzephalitis in der Provinz Nordrhein-Westfalen 
im Jahre 1946) 

W. Goeters and A. STECHERN. Archiv fiir Kinder- 
heilkunde [Arch. Kinderheilk.] 135, 73-85, 1948. 43 
refs. 


Twenty-one cases of acute meningo-encephalitis in 
children after vaccination are described. The two sexes 
were evenly affected and in all but two cases of re- 


POLIOMYELITIS 


vaccination the condition occurred in large cities. The 
ages of the majority of children were between 4 and 6 
years. This age incidence is important in relation to 
the age of the majority of children vaccinated. Nine 
patients died, 8 children recovered, and 3 were dis- 
charged almost cured. The final outcome in one case 
is still uncertain. Almost all the children became ill 
suddenly, with fever, lassitude, and headache; vomiting, 
meningism, and semi-coma supervened. In addition 
flaccid and spastic paralyses and convulsions were 
common, and a positive Babinski sign was often present. 
The cerebrospinal fluid was examined in 13 cases; pro- 
tein and cell (mainly lymphocyte) content was increased 
in 10 cases and the sugar content was increased in 7 cases. 
The duration of illness was from a few days to several 
months; death usually occurred within the first few days. 
Post-mortem examinations were made in 6 cases; cere- 
bral hyperaemia, venous congestion, and perivascular 
infiltration by histiocytes and lymphocytes were found. 
Demyelinization was present in one case. Treatment 
consisted in lumbar puncture, intravenous glucose 
infusion, and the administration of vitamin B complex. 
The results of treatment appear, however, very uncertain. 
Harold Jarvis 


1262. Dengue in the East African Command. Incidence 
in Relation to Aédes Prevalence and Some Clinical 
Features 

D. D. McCartny and D. B. WILSON. Transactions of 
the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.] 42, 83-88, July, 1948. 


A clinical description is given of the epidemics of 
dengue which occurred in the East African Command 
during the years 1941-5. Many of the cases were 
atypical. Dengue occurred only in zones in which Aédes 
mosquitoes were prevalent, and disappeared with 
effective control. Study of the relationship between 
the incidence of dengue and the Aédes index threw light 
on the varying significance of the latter. In one zone 
dengue was virtually abolished when the index fell 
below 10%, but in another it disappeared only when the 
index fell below 2%, although the incidence showed a 
marked decline. This is believed to be due to failure 
completely to eradicate breeding in many roof gutters 
and tree holes. On completion of treatment of these 
breeding-places practically disappeared. 

J. L. Markson 


1263. The Dengue Vector on New Caledonia, the New 
Hebrides, and the Solomon Islands 

W. J. Perry. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 253-259, March, 1948. 10 
refs. 


Dengue is endemic in several South Pacific Islands and 
its epidemic occurrence in this area during the 1939-45 
war coincided with the distribution of Aédes aegypti. 

Sporadic and endemic cases occurred in various un- 
civilized parts of New Guinea in the absence of A. 
aegypti, and a variety of the scutellaris complex (hebri- 
deus) was believed to be the vector concerned with this 


“* jungle’ dengue. A. hebrideus may also have been the 
vector in the epidemic of 1942 and early 1943 on Espiritu 
Santo, New Hebrides, as there were few A. aegypti and a 
predominance of A. hebrideus; it may also have been 
involved in some transmission in New Guinea; but on 
epidemiological grounds it appears to be of no importance 
as the vector in the South Pacific under normal conditions. 

In New Caledonia A. aegypti had been greatly reduced 
by 1944, after a well co-ordinated anti-aegypti campaign, 
but cases of dengue continued to appear; A. vigilax 
was abundant but its distribution bore no relation to the 
reported cases of dengue, and Culex quinquefasciatus, 
another common domesticated mosquito, seemed un- 
important, while members of the scutellaris complex have 
not been reported from the island. It has been pointed 
out, however, that fewer A. aegypti are required for the 
transmission of dengue than for the transmission of 
yellow fever and that the control of dengue requires the 
reduction of the A. aegypti incidence almost to zero. 

On Efate, New Hebrides, the breeding grounds of 
A. aegypti and of A. hebrideus were distinct, and A. 
hebrideus did not seem of any importance in the trans- 
mission of dengue. On Espiritu Santo, New Hebrides, A 
hebrideus was the dominant species collected in routine 
surveys in both rural and urban breeding areas, but, 
although the incidence of dengue on New Caledonia was 
high and there was constant traffic between the two 
islands, the anti-aegypti campaign was so successful that 
no cases were reported on Espiritu Santo in 1944-5, 
whereas 80,000 man-days had been lost as a result of 
an epidemic at the time of the occupation. 

The absence or reduction of A. aegypti on the British 
Solomon Islands also could be correlated with the 
absence of dengue. F. Murgatroyd 


POLIOMYELITIS 


1264. A Study of the 1946 Poliomyelitis Epidemic by New 
Bacteriologic Methods 

E. C. RosENow. Journal-Lancet [J. Lancet] 68, 265-277, 
July, 1948. 6 figs. 


The author, from Longview Hospital, Cincinnati, sets 
out in detail his bacteriological methods for isolating an 
a-streptococcus in cases of poliomyelitis which he con- 
siders to have aetiological significance. He holds that 
the importance of this streptococcus in the 1946 epidemic 
has been proved by: (1) consistent isolation from acute 
cases of an organism capable of producing anterior 
horn lesions in mice; (2) specific serum agglutination; 
(3) positive cutaneous reactions to artificial antibody 
prepared from this streptococcus; (4) benefit observed 
to follow injections of “ poliomyelitic’’. antibody ob- 
tained from this organism; (5) demonstration of pleo- 
morphic diplococci in the spinal cord in fatal cases 
coupled with their absence from other sites. Statistical 
evidence is marshalled for these claims. 

Furthermore, he considers that he has been able to 
prove the epidemiological significance of this strepto- 
coccus by isolating from outdoor air in an epidemic zone 
a coccus which produces flaccid paralysis in mice and is 
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specifically agglutinated-by serum of patients convalescent 
from poliomyelitis. He claims to have harvested the 
organism from the nasopharynx of individuals in contact 
with cases of poliomyelitis, also that its presence can be 
demonstrated by positive cutaneous tests in contacts 
whereas it is absent from air and persons remote from 
areas of poliomyelitis epidemics. The author considers 
the aetiological role of his streptococcus to be demon- 
strated by the high titre of specific antibody observed in 
patients during convalescence in the 1946 epidemic. The 
titres for streptococci showed a striking parallelism with 
those for the virus in the same cases. 

He doubts whether the abrupt decrease in specific 
antigen coupled with increase of antibody in blood sera 
following therapeutic injections of artificial antibody is 
altogether due to the injected antibody, or whether it may 
be brought about by the release of preformed sessile 
antibody from lymphocytes. He links up these investi- 
gations with others on influenza, epilepsy, and schizo- 
phrenia, in which he claims to have discovered aetiological 
cocci, [Until these claims are confirmed no doubt 
workers in this field will reserve judgement.] 

Jos. B. Ellison 


1265. The Concentration of Human Poliomyelitis Virus 
by Precipitation with Methanol 

M. PoLLARD and M. S. FINEGOLD. Texas Reports on 
Biology and Medicine [Tex. Biol. 6, 200-205, 
1948. 14 refs. 


The authors have used the technique introduced by 
Cox for concentration and purification of viruses and 
involving precipitation with methanol. They worked 
with mouse nervous tissue infected with the M.E.F. 
strain. It appears that 25% methanol at 0° to 5° C. for 
3 hours, and elution of virus at pH 7-0, offer satisfactory 
conditions for survival and concentration of this strain. 

A. J. Rhodes 


1266. Distribution of Lesions of the Brain Stem in 
Poliomyelitis 

M. BARNHART, R. Runes, J. C. McCarter, and H. W. 
Macoun. Archives of Neurology and Psychiatry (Arch. 
Neurol. Psychiat., Chicago) 59, 368-377, March, 1948. 
4 figs., 22 refs. 


Examination of the brain stem in 7 fatal cases of polio- 
myelitis revealed in each characteristic supranuclear 
lesions in the reticular formation and tegmentum. 

W. H. McMenemey 


1267. Poliomyelitis in Families Attacked by the Disease. 
lizing Antibodies 

H. A. WENNER and W. A. TANNER. Pediatrics [Pedia- 
trics] 2, 190-199, Aug., 1948. 1 fig., 11 refs. 


This paper presents data concerning the appearance 
and persistence of neutralizing antibodies in some 
persons in households in which there was poliomyelitis, 
as proved by virus studies. The antigen used was the 


MAR strain of virus of human origin. 


into the thalamic area of monkeys, 4 to 8 animals being 
used to test each mixture. 

It was found that the development of neutralizing 
antibodies to the MAR strain was quite variable after an 
attack of poliomyelitis, even of the paralytic type. For 
example, antibodies-were found in 2 cases at the onset of 
nervous symptoms and did not appreciably increase in 
convalescence. On the other hand, there was a virtual 
absence of antibody at the onset of the illness in another 
case, but an appreciable ‘increase in convalescence, this 
high level being maintained for a year. 

It was not possible, because of the large numbers of 
animals required, to examine dilutions of serum to express 
the rise in antibody on a quantitative basis. As the 
authors themselves remark, the relation of strain MAR 
to those viruses causing the present patients’ illnesses is 
not fully known. [Unless virus neutralization tests are 
carried out with strictly homologous material—that is, 
patient’s serum tested against patient’s own virus— 
the significance of the results is open to question, as is the 
case where tests are carried out with the Lansing strain in 
mice.] A. J. Rhodes 


1268. Anterior Poliomyelitis: The Technic of Electrical 
Stimulation of the Muscles in the Early and Late Stages 
of the Disease 

H. SHABER, J. GOSNELL, S. L. OsBorRNE, and H. Bouman. 
Physical Therapy Review [Phys. Ther. Rev.| 28, 173-178, 
July—Aug., 1948. 3 figs., 3 refs. 


The authors used a machine delivering sinusoidal cur- 
rents of frequencies from 2 to 6,000 cycles per minute. 
Modulated and unmodulated currents were used, the 
former at frequencies below 1 cycle per second, the latter 
at frequencies above 2 cycles per second. The frequency 
was so adjusted as to secure the maximum contraction of 
the musclé with the minimum amount of current, and a 
method is described showing how this may be determined. 
The currents required to stimulate various muscles ranged 
from 10 to 100 mA peak value. Unipolar and bipolar 
techniques, and methods of treating several groups of 
muscles at a time, are discussed. Two groups of patients 
were chosen—an early group, treated as soon as the 


disease was recognized, and a late group, treated 6 


months to 6 years after onset. The rectus abdominis and 
the muscles of the upper and lower limbs were given 
intensive treatment, against resistance if possible, for 
10 minutes daily or until fatigue supervehed. Care was 
taken to maintain tension in the muscles, since otherwise 
electrical stimulation is ineffective. It was found that 
the amount of current required for the same muscle 
varied from day to day, that fatigue came on more 
quickly in the “‘ early ” group of patients, and that the 


patient could tolerate stronger stimulation as time went. — 


by. The authors emphasize that no harm results from 
such treatment administered even in the acute stage of 
the disease. Tables are given showing the most suitable 
position of the electrodes for treating various muscles. 
J. H. Cyriax 


Equal amounts of . 
serum and the selected dilution of virus were mixed and. 
incubated at 37° C. for 2 hours; mixtures were inoculated _ 
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FEVER 


1269. Q Fever in Greece. Milk the source of 
Infection in Man and Animals. (La “Q” fever en 
Gréce. Le lait source de l’infection pour l’homme et les 
animaux) 

J. P. Camtnopetros. Annales de Parasitologie Humaine 
et Comparée [Ann. Parasit. hum. comp.) 23, 107-118, 
1948. 7 refs. 


The author observed different epidemics of Q fever in 
the form of bronchopneumonia in Greece during the 
German occupation. They always occurred in winter 
and spring and ceased during the hot season. The theory 
of transmission by ticks, which are supposed to be 
vectors, had to be discarded as they were absent at the 
time of the epidemics. Similar outbreaks of. atypical 
pneumonia were noticed among British troops in 1944 and 
1946-7, for the author was not only able to isolate a 
rickettsia from blood and sputum, but also to obtain 
a positive complement-fixation test in patients and 
apparently healthy persons. A similar positive result 
could be obtained in goats. It is possible to produce an 
experimental bronchopneumonia in goats and ewes by 
nasal instillation of the rickettsia. As the inhabitants 
of the Mediterranean countries mostly drink goats’ and 


- ewes’ milk these animals have to be considered as a 


source of infection. P 

The author describes experiments with goats and ewes 
infected with the rickettsia of Q fever, in which broncho- 
pneumonia and fever developed. Their blood was 
infective for guinea-pigs whose blood was equally able 
to produce a serious infection after inoculation. The 
rickettsia can be found in the milk of lactating goats, and 
milk is therefore the most probable source of infection for 
animals and man. The rickettsia is absent in the urine 


, but persists in milk, and infection of guinea-pigs by 


subcutaneous or intraperitoneal inoculation is successful 
from the beginning of the disease until 3 months after- 
wards, As transmission of the rickettsia by droplet 
infection is not the most important mode among man, it 
seems that the cessation of epidemics in summer is due to 
the gestation of the goats and drying up of their milk. 
Franz Heimann 


BACTERIAL INFECTIONS 


1270. Respiratory Pathogenicity of Brucella 

S. S. and D. W. HENDERSON. Journal of Infec- 
tious Diseases [J. infect. Dis.| 82, 302-306, May-June, 
1948. 5 refs. 


Respiratory infection with Brucella abortus and Br. 
melitensis had been suspected in isolated cases in the past 
but had been unproved hitherto. The authors have suc- 
ceeded, with apparent ease, in obtaining a 50% infection 
by exposing guinea-pigs for one minute to aerosol sprays 
with a concentration of 240: organisms per litre. This 
technique is only little less effective than infection by one 
of the parenteral routes. The air-borne route of infec- 
tion has, therefore, to be considered in future in human 
and animal infections with Brucella organisms. This 


applies in particular to occupational infections—as, for 
instance, in meat-handlers. 


[Incidentally, this is one of the practical and useful 


_Tesults from studies which employ the technique employed 


for research into bacterial warfare.] K. S. Zinnemann 


1271. Chronic Brucellosis. Conclusions on Treatment 
After Ten Years 

J. F. Griccs. Journal of the American Medical Associa- 
tion {J. Amer. med. Ass.] 136, 911-915, April 3, 1948. 


In a concise paper the author reviews the different 
forms of therapy used in brucellosis, a most intractable ~ 
disease, which is still fairly prevalent in parts of the U.S.A. 
He considers: vaccine therapy to be more effective than 
other non-specific and specific methods including ad- 
ministration of sulphonamides, penicillin, and strepto- 
mycin. He discusses the reasons for the relative failure 
of vaccine therapy in the past and gives details of the 
main points essential to ensure success. The antigen 
should be a special vaccine consisting of brucella or- 
ganisms attenuated by oxidation with nitrous acid to 
obviate severe reactions, prepared according to the 
technique developed by Foshay; preliminary intradermal 
tests are required with very dilute materials (0-05 ml. of a 
1 in 120,000 dilution of brucellergen ”’, a suspensoid 
of nucleoprotein of brucella cells or an amount of the 
vaccine representing 1 million killed organisms) to deter-| 
mine the degree of hypersensitivity which is frequently 
present in chronic forms; small and gradually increasing 
doses should be given with avoidance of general reactions 
and anything more than minimal local reactions; 
gradually increasing amounts should be injected at inter- 
vals of 2 to 3 days (never more than 5 days) according 
to the immediately previous reaction, which should have 
completely subsided by the time the injection is made; 
injections are only to be discontinued when there is 
clinical. cure, combined with a high phagocytic index. 
Altogether 300 patients were treated over a period with 
different vaccines and techniques; the method outlined 
gave significantly the best results, failures ranging from 
10 to 15%. [Details of the actual cases treated by each 
method are not given.] Healthy young adults may 
respond in a few weeks but the chronic form in older 
subjects may require treatment for one year or longer, 
especially if foci of infection exist or hypersensitiveness 
is pronounced. William Gunn 


See also Section Microbiology, Abstract 1071. 


1272. On the Treatment of Actinomycosis with Sulpha 
Drugs and Penicillin. Report of a Successfully Treated 
Case of Pulmonary Actinomycosis. [In English] 

C. A. ADAMSON and G. HAGERMAN. Acta Medica 
Scandinavica [Acta med. scand.| 131, 23-31, 1948. 
32 refs. 


A man of 40 had a right-sided pneumonia in March, 
1945, which did not subside completely despite treatment 
with sulphapyridine. In November actinomyces was 


isolated from a sinus discharging in the region of the 
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seventh right rib. Persistent treatment with intra- 
muscular injections of penicillin for 106 days, supple- 
mented by “ sulfadital”’ (a combination of sulphathia- 
zole, sulphadiazine, and sulphamerazine) for 9 weeks, 
with 24 g. of urea daily to prevent the formation of renal 
concretions, resulted in healing. The patient has 
been at work for 18 months without any indication of a 
recurrence. E. T. Ruston 


1273. A Comparative Study of Bile, Marrow, Blood, 
Stool, Urine Cultures and Widal Reaction in Typhoid and 
Paratyphoid Fevers. An Analysis of 31 Cases 

CHao-Cut Linc, JOHN Liu, and TzeE-YIN CHEN. Chinese 
Medical Journal (Chin. med. J.| 66, 66-78, Feb., 1948. 
13 refs. . 


The authors made simultaneous serial examinations 
for Salmonella typhi and S. paratyphi in specimens of 
marrow, bile, blood, stool, and urine from 31 patients 
with enteric fevers, also Widal tests. Positive results were 
obtained in 25 cases from bile or marrow, 14 from blood, 
9 from the stool, and 6 from urine. Bile and marrow 
cultures were useful in both early and late stages of the 
illness, but, since the former involves the more compli- 
cated procedure of duodeno-biliary drainage, the authors 
regard marrow culture as the best single diagnostic 
procedure in enteric fever. Endo’s medium was used, as 
newer enrichment and selective media were not available. 

Joyce Wright 


See also Section Cardiovascular Disorders, Abstract 
1111. 


1274. Pneumonic Plague. A Report of Recovery in a 
Proved Case and a Note on Sulfadiazine Prophylaxis _ 
C. H. HuanGc, C. Y. HUANG, L. W. Cuu, and T. F. 
HUANG. American Journal of Tropical Medicine [Amer. 
J. trop. Med.) 28, 361-371, May, 1948. 3 figs., 29 refs. 


Although sulphonamide drugs are of value in bubonic 
plague, they are less certainly effective against pneumonic 
infections. The authors report the case of a laboratory 
worker, suffering from proven primary pneumonic 
plague, who recovered after treatment with sulphadiazine, 
sulphamerazine, streptomycin, and penicillin, despite a 
stormy and protracted convalescence. His wife, son, 
and maid, who had been in close contact with him, and 
12 other persons who had visited him, were given sul- 
phadiazine for a week as a prophylactic, the dosage being 
6 g. daily for an adult; 49 less intimate contacts were 
similarly treated but with half the dose. None of the 
contacts contracted the infection. F. Murgatroyd 


1275. Recovery of Three Cases of Primary Pneumonic 
Plague by Sulphonamides. (Guérison de trois cas de 
peste pulmonaire primitive par le traitement sulfamidé) 
R. FAVAREL, M. CARRIERE, and A. CHARTRES. Bulletin 
de la Société de Pathologie Exotique [Bull. Soc. Path. 
exot.] 41, 506-513, July 7, 1948. 8 refs. 


Instances of recovery from pneumonic plague are very 
rare, but with the introduction of the sulphonamides and 
streptomycin reports of cure are becoming more frequent. 


Three cases are described from Madagascar in 2 of which 
the administration of sulphapyridine was followed by 
cure. In the third case, in a boy of 9, both of whose 
parents had succumbed to pneumonic plague, sulpha- 
pyridine had been given prophylactically in doses of 2 g, 
daily for 6 days before the onset of symptoms. With the 
development of fever, pulmonary symptoms, and plague 
bacilli in the sputum, 2-5 g. of sulphathiazole was given 
daily. Nine days later the temperature had fallen and 
the patient was convalescent. G. M. Findlay 


- 1276. Susceptibility to Cholera 


S. Aspou. Lancet [Lancet] 1, 903-904, June 12, 1948, 
18 refs. 


To explain the frequency with which cholera attacks 
those living at low economic and social levels, the author 
states that malnutrition, diseases such as pellagra and 
schistosomiasis, age, and infancy are associated with 
achlorhydria; that achlorhydria allows living vibrios to 
pass through the stomach; and that development of the 
vibrios in the small intestine is aided by an increased pH 
dependent on low gastric acidity, and by changes in the 
intestinal mucous membrane due to toxic food contents, 
general infections, and vitamin deficiencies. 

F. Murgatroyd 


1277. Studies on Immunity to Asiatic Cholera. V. 
The Absorption of Immune Globulin from the Bowel and 
its Excretion in the Urine and Feces of Experimental 
Animals and Human Volunteers 

W. Burrows and I. HAvens. Journal of Infectious 
Diseases [J. infect. Dis.] 82, 231-250, May-June, 1948. 
12 figs., 16 refs. 


[The title of this paper is misleading in so far as the 
findings are not restricted to Asiatic cholera but apply to 
immunity reactions in enteric infections in general, and in 
part also to other than enteric infections. ] 

After active immunization immune globulins, either to 
heterologous serum proteins or to bacterial antigens such 
as Vibrio cholerae and Salmonella typhi, are excreted in 
faeces and urine. In guinea-pigs the peak of antibody 
titre in faeces precedes that in urine, which in turn reaches 
its maximum 14 to 19 days before the highest titre is 
obtained in serum. This sequence applies in the same 
way to the antibody response following booster doses 
after previous immunization. The only possible inter- 
pretation of these results is that excretion of antibody in 
faeces and urine is independent of the blood level. In 
fact the results suggest that antibody is formed in the 
intestine and kidneys. Lymphoid tissue of these organs 


as the possible seat of antibody formation comes most _ 


readily to mind. 

In human volunteers, after active immunization and 
booster doses of anticholera and antityphoid vaccines, 
increase and decrease in titres of antibody in faeces, 
urine, and serum occur almost simultaneously. The 
authors suggest that antibody formation in the bowel 
probably plays an important part in the defence 
mechanism of the host. The comparatively rapid dis- 
appearance of immune bodies from the blood after 


aro 


of 
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passive immunization [serum therapy] has always been 
attributed to excretion, presumably in urine. The 
authors show in guinea-pig experiments that excretion 
takes place in both faeces and urine. As to absorption of 
antibody after introduction into the small intestine by 
duodenal tube, the authors prove that heterologous 
serum globulins, either as such or as immune globulins— 
as, for instance, anti-Flexner dysentery rabbit serum and 
commercial diphtheria antitoxin—freely pass the intes- 
tinal wall without apparent interference by intestinal 
enzymes. They can then be demonstrated in the serum 
of guinea-pigs. Comparatively high titres of cholera 
and Flexner dysentery agglutinins were obtained in this 
way, and as high a level as 20 units per ml. of diphtheria 
antitoxin after one dose of 10,000 units intragastrically. 

[The implications of these findings for practical 
medicine may be far-reaching if confirmed.] 

K. S. Zinnemann 


TUBERCULOSIS 


1278. Experimental Study of Antibiotic Effect of Actino- 
mycetes on*the Tubercle Bacillus. (Onnit usyyenua 
aHTHOMOTHYeCKOrO MeHCTBHA AKTHHOMHLETOB Ha Ty6ep- 
Kyne3Hble 

R. M. ROSENFELD. IIpo6nempi Ty6epxynesa [Probl. 
Tuberk.] 25, No. 4, 38-42, July—Aug., 1948. 1 fig. 


The author notes the paucity of methods for estimating 
the antibiotic activity of actinomyces against the tubercle 
bacillus. Starting from the proposition that all the 
known antibiotics have a wide antibacterial spectrum, 
that is, act on a series of both pathogenic and sapro- 
phytic species, he has endeavoured to elucidate the 
parallelism between antibiotic effect of actinomyces on 
the tubercle bacillus and other micro-organisms, so that 
active strains might be selected by direct experiment with 
certain test bacteria, and to find a simple method of direct 
assay of anti-tuberculous activity of actinomyces. 

After trying various media, he finally selected an’ 
agar—pea medium, on which Actinomyces was incubated 
for 5 to 20 days at a pH of 7-2 and a temperature of 28° C.; 
24-hour cultures of Staphylococcus albus and Bacterium 
coli were sown on meat-—peptone-agar in a Petri dish 
marked in sectors. Then small portions of the agar 
culture of Actinomyces were excised and laid on the sur- 
face of the culture of the test organism and the whole was 
incubated for 24 to 48 hours at 37° C. In positive results 
there appeared a clear zone around the piece of Actino- 
myces culture, and the antibiotic effect was judged by the 
width of the zone; a radius of 0-25 cm. was counted as +, 
from 0-25 to 0-5 cm. as + +,0-5 to 1-0cm. as +++, and 
over 1-‘Ocm.as++-+-+. It was found that the majority 
of the actinomycetes studied preserve their bacteriostatic 
activity for 12 days and some even for 19 days. 

Of 253 strains investigated, 45 (17-7%) had bacterio- 
Static properties, 12 (4-7%) against Bact. coli and 40 
(15-8%) against Staph. albus. Of these test organisms, 
the staphylococcus proved much more sensitive than did 
Bact. coli. Of the 45 active strains, 42 were active also 
against acid-fast saprophytes and avian tubercle bacilli 


. (chosen for their rapid rate of growth). The usual 


M—2B 


glycerin agar and Sauton’s agar medium were found 
unsuitable for culturing these, because the mycelium grew 
so abundantly as to overwhelm the growth of the test 
organism. A glycerinized mineral medium was found 
quite satisfactory, as Actinomyces did not invade it even 
after 3 weeks. Of the 42 strains, 12 (29°) restrained the 
growth of the acid-fast saprophyte and 14 (33-3%) the 
avian tubercle bacillus; 3 of these 26 acted on both 
organisms. The sensitivity of avian tubercle bacilli was 
greater, 4 strains having a +-+-+-+ action on this, but 
none this grade of activity on the saprophyte. Actino- 
myces griseus (the source of streptomycin) gave only a 
+++ effect on avian tubercle bacilli. All the 14 active 
against avian tubercle bacilli were also active against 
Staph. albus, 2 of them also against Bact. coli. Of the 
26 strains inactive against the test organisms, 2 showed 
slight bacteriostatic influence on avian tubercle bacilli, 
but so little that it may be assumed that those strains 
active against Staph. albus are also active against avian 
tubercle bacilli, and vice versa. 

The author is now investigating the effect of watery 
solutions of cultures of Actinomyces strains which proved 
active against Staph. albus and is also testing these 
against cultures of human tubercle bacilli. Many of the 
extracts do not appear to have the same potency as was 
observed in the foregoing experiments (only 22 out of 42 
were bacteriostatic to Staph. albus). As Waksman found 
that human Mycobacterium tuberculosis was 100 times 
more sensitive to streptomycin than the avian type, the 
author hopes to find that the same is true of his other 
extracts. L. Firman-Edwards 


1279. Streptomycin in Tuberculous Meningitis in Child- 
hood: The Pathological Findings in Six Fatal Cases 

G. L. MontGomery. Glasgow Medical Journal [Glasg. 
med, J.] 29, 235-247, July, 1948. 7 figs., 14 refs. 


The post-mortem appearances in 6 cases of tuberculous 
meningitis treated with streptomycin are described. 
In 4 the primary focus was still active. In one activity 
was arrested, while in another the focus was not found and 
may have regressed. In all cases there were visceral 
tubercles which had undergone hyaline change, some be- 
ing completely hyalinized. Other tubercles showed 
activity, but there were no histiocytic abscesses as 
described by Wright. Death in spite of treatment was 
due to a continuation of the meningitic process. Atten- 
tion is drawn to the hyalinization of splenic arterioles (a 
condition normal in older subjects but not in childhood). 

D. M. Pryce 


1280. Streptomycin Resistant Variants Obtained from 
Recently Isolated Cultures of Tubercle Bacilli 

G. P. Youmans and E. H. WILuiston. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 68, 458-460, July—-Aug., 1948. 
8 refs. . 


Each of 57 strains of tubercle bacilli recently 
isolated from patients was inoculated on a series of 
slants of Herrold’s glycerin-egg agar containing vary- 
ing concentrations of streptomycin. In this way 
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streptomycin-resistant variants were obtained from 9 out 
of 14 strains from patients who had never received 
streptomycin, and from 16 out of 43 strains from patients 
under treatment with the drug. The variants usually 
took several weeks to appear; both groups of cultures 
included variants resistant to from 100 to 1,000 yg. 
per ml. P. D’Arcy Hart 


1281. Tuberculous Meningitis in Children. A Prelimi- 
nary Report of its Treatment with Streptomycin and 
Promizole ”’ 

E. M. Lincoin, T. W. Kirmse, and E.pe Viro. Journal 
of the American Medical Association [J. Amer. med. Ass. ] 
136, 593-597, Feb. 28, 1948. 12 refs. 


After obtaining encouraging results in the treatment of 
miliary tuberculosis with “‘ promizole ”’ (4 : 2’-diamino- 
phenyl-5’-thiazolyl sulphone), the authors decided to 
combine this drug with streptomycin in the treatment of 
tuberculous meningitis, the work of Smith having sug- 
gested that the two drugs given together exert an action 
greater than might be expected from a simple summation 
of effects. 

Promizole was given orally twice or four times a day 
to a total of 0-5 to 1°0 g., being gradually increased until 

~a blood level of 2 to 3 mg. per 100 ml. was reached. As 
much as 5 g. daily was given, and it was found that a 
maintenance dose of 1 g. daily might be enough after 
6 months of treatment. Streptomycin was given 


_ intramuscularly in doses of 0-5 to 2:0 g. daily for 6 


months, according to the patient’s age; intrathecally the 
usual dose was 0-1 g. daily or on alternate days, a total of 
25 to 40 injections being given in a 2-month course. The 
toxic effects of promizole were limited to thyroid enlarge- 
ment, which appeared after 2 to 5 months, but those of 
streptomycin given intrathecally were moderately severe, 
consisting mainly of ataxia, vomiting, nystagmus, and 
skin rashes; permanent deafness did not occur. Of 
7 patients so treated, 1 died after 2 months; 6 were 
alive 3 to 8 months after treatment was begun, and 
were all mentally normal. One had a mild strabismus, 
and one transient coarse tremors of the upper extremities; 
otherwise there were no neurological sequelae. Tubercle 
bacilli were recovered from 6 of the 7 patients. The 
authors have published this preliminary report because 
of the encouraging results: detailed case histories are 
given. Maxwell Telling 


1282. Acute Miliary Tuberculosis Treated by Strepto- 
mycin. (Les miliaires aigués tuberculeuses traitées par la 
streptomycine) 

P. SEDALLIAN, J. MornecourT, M. VIALTEL, R. MARAL, 
C. ExBrAYAT, and R. Scumitt. Journal de Médecine de 
Lyon [J. Méd. Lyon] 29, 461-476, July 5, 1948. 


The regression of miliary shadows in radiographs of 
the chest which follows streptomycin therapy after a 
longer or shorter period, and not infrequently after the 
cessation of treatment, is only one feature in a diffuse and 
widespread form of tuberculosis, and too much import- 
ance should not be attached merely to clearing of the 
chest film when assessing results in the treatment of 
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miliary tuberculosis with streptomycin. Infection of the 
meninges is a serious complication and is frequently un- 
affected by the antibiotic. 
must be recognized at the earliest possible moment, and 
the value of ophthalmoscopy is repeatedly stressed. | 
Treatment should last for at least 3 to 4 months and in 
most cases adequate therapy will prevent infection of the 
meninges while the streptomycin is still being given. - 
Caseous foci persist after radiological clearing of the 
miliary lesions and expose the patient to the danger of 
further relapses and haematogenous spread. The re- 
moval of residual foci should be attempted when their 
precise anatomical situation can be determined and 
surgical access is possible. On the other hand pleural, 
peritoneal, and female genital lesions frequently regress 
completely. Healed miliary tuberculosis poses many 
problems, such as the time when collapse therapy, 
nephrectomy, or the extirpation of other active residual 
foci should be attempted, how long medical supervision 
must be maintained, and when the patient can return 
to a normal life. The details are given of 49 cases of 
miliary tuberculosis in adults or adolescents. 
E. G. Sita-Lumsden 


1283. Antibiotic Effect of the Juice of Garlic and Other 
Plants on Tubercle Bacilli, (O6 antru6uoTH4eckom 
COKAa 4YeCHOKA H APyrHx pacTeHHH Ha 
Ty6epKynesHyl0 NanouKy) 

L. D. BALANCHUK. Ty6epxynesa [Probl. 
Tuberk.] No. 3, 63-65, May-June, 1948. 28 refs. 


Experiments with virulent cultures of Mycobacterium ° 
tuberculosis and a B.C.G. strain showed that volatile 
fractions (fumes from the freshly pulped or grated plants) 
from garlic, onions, horse-radish, black radish, and lemon 
had no effect on the growth of tubercle bacilli. Natural 
juices of all these plants, except garlic, hardly inhibited 
the growth of Myco. tuberculosis. Natural garlic juice 
expressed from freshly harvested bulbs completely 
arrested in vitro, in dilutions up to 1 in 5,000, the activity 
of virulent cultures of human and bovine types of Myco. 
tuberculosis. ‘Lower concentrations (up to 1 in 80,000) 
had a weaker antibiotic effect. After boiling or pro- 
longed storage in the air garlic juice retained its bac- 
tericidal properties against Myco. tuberculosis. The 
technique of tests and preparation of plant material is 
described. H. P. Fox 


1284. Chemotherapy of Tuberculosis with Sulphetrone 
M. G. Cray and A. C. Cray. Lancet [Lancet] 2, i‘; 
182, July 31, 1948. 


Forty-four patients, of whom 42 had pulmonary tuber- 
culosis, were treated with “‘ sulphetrone”’. Before treat- 
ment they were kept under observation for at least a 
month to note whether rest in bed and the hospital 
regimen produced any improvement. Evaluation of 
sulphetrone treatment was based on the radiological 
picture, weight, erythrocyte sedimentation rate, sputum 
analysis, temperature range, and general condition of 
each patient before and after the course. Of the 42 cases 
of pulmonary disease, 7 were thought to have a good 
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prognosis at the start of treatment, and all 7 patients 
improved; 5 patients in whom the prognosis was hope- 
less all died. Of 8 patients with a fair prognosis 4 
improved, 2 were unchanged, and 2 became worse. Of 
22 with a poor prognosis 9 improved, 3 were unchanged, 
4 became worse, and 6 died. Of the 42 cases 34 were 
sputum-positive before treatment, and 31 were still 
sputum-positive after treatment. 

The dosage scheme was similar tg that described by 
Madigan (see Abstract 1285). In addition to the toxic 
effects he described, the present authors report changes 
in the alkali reserve of the blood, particularly in patients 
with a low vital capacity. In 6 cases toxic reactions 
One patient 
with a poor prognosis appeared to improve for a time 
under treatment, but he subsequently developed purpura 
and nephritic symptoms and died in uraemia. 

The authors make a balanced appraisal of the value of 
sulphetrone in tuberculosis. They believe that, while it 
could not be proved that the results obtained were due to 
sulphetrone, the evidence is suggestive enough to warrant 
further trials in selected cases. M. Daniels 


1285. Treatment of Tuberculosis with Sulphetrone 
D. G. MapiGAn. Lancet [Lancet] 2, 174-180, July 31, 
1948. 8 refs. 


The efficiency of ** sulphetrone ” in protecting animals 
against experimental tuberculous infection has been 
demonstrated. Its value in human beings has been 
tested by the author in a series of 70 cases. This clinical 
trial was organized in 1943; the 70 patients are statisti- 


cally unselected, and all kinds of tuberculosis were. 


included. The assessment presented 
experienced clinical judgment ”’. 

In 3 cases of proved tuberculous meningitis and | case 
of miliary tuberculosis of the lungs no benefit was derived 
from sulphetrone. Improvement was observed in one 
case of pleurisy, 2 cases of urogenital tuberculosis, and 1 
case of bone tuberculosis. Of the 64 cases with pul- 
monary and/or primary tuberculosis, improvement was 
noted in a considerable number. The author believes 
that all exudative phases of infiltrative disease were 
halted and reversed by sulphetrone. 

The aim was to reach sulphetrone levels of 5 to 6 mg. 
per 100 ml. in the blood. Massive initial doses were not 
well tolerated, and a schedule of gradually increasing 
doses was adopted, reaching usually a dose of 6 to 10 g, 
daily. It is important that the blood level should not 
exceed 12-5 mg. per 100 ml. The author describes fully 
the toxic effects. Hypochromic and nutritional anaemia 
are commonly observed, unless made good by giving, for 
example, ferrous sulphate and yeast throughout treat- 
ment. Haemolytic anaemia may also be seen. Apart 
from the first weeks of “* physiological readjustment ” 
during which mild symptoms may be observed, the 
author stresses symptoms associated with high blood 
levels and constituting danger signals—continuous 
headache, nausea and vomiting, dizziness, and mental 
confusion. In one patient constipation for several days 
“allowed a reservoir of unabsorbed sulphetrone to 
accumulate in a static gut’, with fatal consequences. 


“depends on 


[The author acknowledges that the difficulty of 
assessing the results of chemotherapy has not been 
overcome in this series. His method of presentation does 
not assist the reader to make an appraisal of the results. 
It is understandable that it was not possible to compare 
the results with those of a control series. But it would 
have been helpful to analyse for all cases (not only for 
selected ones) the course of the disease before treatment 
was started, and the duration of observation after begin- 
ning of treatment. One would like to know the total 
number of cases in which sputum conversion was 
obtained; this information is given only for a group of 8 
cases with “ strictly exudative pulmonary lesions ’—7 
improved, “‘ sputum conversion resulted in all cases (3) 
originally positive’. One would like to know more of 
the criteria of sputum conversion, and of the methods of 
observation; at least 16 were out-patients. 

There is some equivocal presentation of results. 
Under the heading of meningitis is tabled one patient with 
chronic miliary disease who according to the text had no 
meningitis; moreover, although in Table I and in the 
summary it is stated that this patient recovered, with the 
implication that he was cured of his miliary lesions by 
sulphetrone therapy, a reading of the case history reveals 
that his miliary lesions had cleared after streptomycin 
treatment, and he was treated with sulphetrone for 
an exacerbation of disease in the hilar lymph nodes. 

It is possible that sulphetrone may be effective in the 
treatment of tuberculosis. Unfortunately, despite the 
amount of clinical material presented here, the abstracter 
at least is unable to arrive at any conclusion from this 
report.] M. Daniels 


See also Section Pharmacology, Abstract 956. 


1286. Clinical Experiences with Tb 698 Treatment in Pul- 
monary Tuberculosis. (Kliniska erfarenheter vid behand- 
lingen av lungtuberkulos med Tb 698) 

F. KUHLMANN. Nordisk Medicin [Nord. Med.) 39, 
1325-1326, July 9, 1948. 


This article is a report of the author’s experiences in 
treating 66 cases, mostly of very advanced pulmonary 
tuberculosis, with the new drug “ Tb 1/698/E,” (a mix- 
ture of equal parts of sulphathiazole and a semicarba- 
zone). The patients in this small hospital were all 
admitted because they were unsuitable for sanatorium or 
collapse therapy and the usual mortality rate was 7 to 
8% per month. Assessment of improvement in such 
cases is very difficult and controls are impracticable, so 
patients were chosen in whom the condition was de- 
teriorating and was almost certain to continue to do so. 
Any improvement was attributed to the drug, the condi- 
tion being assessed on the weight, erythrocyte sedimenta- 
tion rate, and results of clinical, radiological, and sputum 
examinations. The drug was given in doses of 250 mg. 


a day for 8 days and then twice a day for 7 weeks; after 
a month’s rest the course was repeated. No serious 
complications occurred (exfoliative dermatitis (3 cases); 
stomatitis (2), conjunctivitis (1), vulvitis (1), and some 
mild degree of anaemia); but gastro-intestinal upsets 
were common at the beginning of the course and diabe- 
tics were found to need much more insulin. Normal 
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patients had rather low blood-sugar levels. The results 
of treatment were encouraging and the hospital’s mor- 
tality rate fell-to 1 to 2% per month. Of 17 cases not 
considered severe the majority improved. More details 
are given of the 49 severe cases, 35 of which were con- 
sidered hopeless. In 34 the condition improved and only 
in 4 did it deteriorate further; 29 patients put on weight; 
the sedimentation rate fell in 39 (to normal in 4 cases), 
but rose again in 15. There was an increase in the 
lymphocyte count in 37 and an eosinophilia of over 4% 
in 25. Sputum generally became less and changed from 
positive to negative in 17 cases; the reverse happened in 
2 cases. In only 8 patients was there any radiological 
improvement, but many of those with laryngitis were 
much improved. A. M. M. Wilson 


1287. Massive Doses of Vitamin D, in Adult Pulmonary 
Tuberculosis. (La vitamine D, 4 hautes doses dans la 
tuberculose pulmonaire de l’adulte) 

H. GouNELLE and H. Teuton. Semaine des Hépitaux 
de Paris [Sem. Hop. Paris| 24, 1855-1862, July 30, 1948. 
42 refs. 


Large doses of vitamin D, were administered to a group 
of more than 25 seriously malnourished patients with 
advanced pulmonary tuberculosis. The treatment ap- 
peared to have some retarding effect on the course of 
the disease. 

In 35 cases without malnutrition no improvement of 
the pulmonary lesions was observed, and in 6 the treat- 
ment had an adverse effect. Dosage was variable; in 
general about 300 mg. of calciferol in oil was given 
orally in daily doses of 30 mg. for 10 days. Intramuscular 
injections were also used, and proved to be less toxic. 
Signs of toxicity occurred far less frequently in the mal- 
nourished group in spite of higher doses of the vitamin. 

[There was no control series. The changes observed 
may well have been due to the improved nutrition and 
nursing. A specific effect of the vitamin is not satis- 
factorily demonstrated. ] J. R. Bignall 


1288. Open Intra-pleural Pneumonolysis in the Treat- 
ment of Pulmonary Tuberculosis 

R. A. Smitu. British Journal of Tuberculosis (Brit. J. 
Tuberc.] 42, 51-58, July, 1948. 5 figs., 12 refs. 


Open intrapleural pneumonolysis has never been a 
popular operation; in this article the history and results 
of the operation are briefly reviewed, and the results 
compared with those of pulmonary resection and of 
closed pneumonolysis. The operation was performed 
on 13 patients; 3 developed empyema (1 non-tuberculous) 
and 2 died; 7 are in good general health with good 
_ artificial pneumothorax and closed cavities, and are 
sputum-negative; in 3 the early results seem satisfactory. 
_ These 13 results are compared with Reid’s figures for 
extrapleural pneumothorax and with those of Branday 
for 100 patients who received no collapse therapy after 
abandonment of an ineffective artificial pneumothorax. 
Post-operative haemothorax was “ almost inevitable ”’. 
In such an event aspiration was early and thorough; the 
freed apex was controlled by a special stitch, and 


the first attack. 


post-operatively the patient received great attention, 

The author is careful to make no false claims for this 
technique, but he feels that the whole operation might 
well be reviewed in the light of modern thoracic surgical 


development, and submits “ that the possibilities of the - 


operation should not too readily be put out of mind for 
the young patient with a short history and a recently 
induced artificial pneumothorax, if the findings at thora- 
coscopy suggest the possibility of a safe enucleation or 
section of adhesions by open operation, when closed 
pneumonolysis has failed ”’. Maxwell Telling 


1289. Observations on Prognosis of Open Pulmonary 
Tuberculosis. (Beitrag zur Prognose der offenen Lungen- 
tuberkulose) ~ 
A. WERNLI-HAssiG. Schweizerische Zeitschrift fiir 
Tuberkulose [Schweiz. Z. Tuberk.] 5, 127-159, 1948. 
7 figs., 8 refs. 


A hundred patients, 63 men and 37 women, with open 
pulmonary tuberculosis were followed up for 6 to 12 
years. At the end of that time the disease in 44 was 
classed as inactive, there being no evidence of activity 
during the previous 2 years and the patient being fully 
able to work. In 7 the condition was still active but not 
progressive; the patients felt well and were working, but 
the tuberculosis was not completely arrested, the radio- 
logical appearances being unstable, or the erythrocyte 
sedimentation rate raised, or the sputum occasionally 
positive. These 7 patients had all defaulted from medical 
supervision. Five patients were classified as having pro- 
gressive disease, and only one of these had recovered from 
None had taken proper care of himself 
and the author stresses the value of collapse therapy in 
compelling the patient to remain under supervision. Of 
44 dead, 16 had died within a year of their first attendance, 
12 within the first 6 months. Thus even in a highly 
civilized country such as Switzerland too many patients 
come far too late to consult a doctor. Of the 44, 31 died 
within the first 4 years. Of the remaining 13 all died 
during the first attack of the disease, 9 remaining sputum- 
positive throughout their illness. There was one death 
from a non-tuberculous condition, myeloid leukaemia. 
When first seen 37 of those with later inactive disease and 
only 20 of those who died had unilateral disease. Of 13 
patients with early disease (discovered by mass radio- 
graphy or starting with sudden haemoptysis), in 7 the 
condition became inactive, in 1 it remained active but not 
progressive, and 5 died. Thus, though the majority of 
patients seek advice too late, early diagnosis is in itself no 
guarantee of cure. Tuberculosis cannot be eliminated 
by mass radiography, for in spite of early and full treat- 
ment a certain number of cases will become chronic 
and the patients become sources of infection and even- 
tually die of the disease. 

Ten of the 100 patients had had pleurisy 2 to 12 years 
previously; the pulmonary lesions usually developed 
slowly and insidiously, apical shadowing gradually pro- 
gressing to massive infiltration and cavitation while the 
patient remained well, with a low erythrocyte sedimenta- 
tion rate and few physical signs. In 2 the condition 


became inactive and in | progressive; 7 died. 
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Any patient whose sputum becomes negative within a 
year has good prospects of full recovery, but if the 
sputum is still positive after a year’s treatment he is 
likely to go steadily downhill afid to die of the disease. 
The isolation and care of the chronic open case is the 
chief concern of the future. E. G. Sita-Lumsden 


1290. Tuberculosis of the Palatine Tonsils. (La in- 
feccion tuberculosa de las amigdalas palatinas) 

A. VASSALLO DE MuMBERT. Revista Espanola de-Tuber- 
culosis [Rev. esp. Tuberc.] 17,445-471, July, 1948. 6 figs., 
34 refs. 


The author in his throat clinic in Madrid during the 
years 1942-7 has examined 40,000 patients of whom 
3-8°4 were tuberculous. In this survey he has found 9 
cases of tuberculosis of the tonsil. 

He considers primary tuberculosis of the tonsil to be 
exceptional and has not observed a case.. All his cases 
occurred in tuberculous subjects in Ranke’s secondary 
and tertiary stages of tuberculous infection. He adopts 
the following clinical classification: (1) primary tonsillar 
tuberculosis; (2) miliary type, acute (nil); (3) latent 
type, chronic (5 cases); (4) ulcero-vegetative type, chronic 
(3 cases); (5) ulcero-caseous type, chronic (1 case). 
(2) and (3) correspond to Ranke’s secondary, and (4) and 
(5) to Ranke’s tertiary period. The clinical picture of the 
various forms is described. In the secondary period 
stress is laid on the inequality in size of the tonsils, the 
lack of sensibility to touch, and the resistance to the 
ordinary forms of treatment. The cervical lymph nodes 
were enlarged in only 2 cases out of 5 observed. The 
nodes were along the posterior cervical chain and in- 
sensitive to pressure. In the tertiary period lesions are 
easier to diagnose. They occur in tuberculous subjects 
with abundant expectoration and the larynx is involved 
in most cases. As a rule, only one tonsil is involved. 
The ulcers are situated on the buccal aspect of the gland 
and may be single or multiple. The ulcers are covered 
with an exudate unlike the membrane of diphtheria. 
There is no bleeding on pressure or touch. The faucial 
pillars are affected by infiltrations, giving rise to reflex 
otalgia and in some cases to paralysis of the soft palate. 
In advanced cases, the ulcers spread to the posterior 
pharynx, uvula, and dorsum of the tongue. The ulcera- 
tion in 1 of the author’s cases involved the internal 
carotid artery with a haemorrhage, which was fatal. 

Biopsy is essential for diagnosis, which is confirmed 
by the tissue pathology, because tubercle bacilli are not 
found in the biopsy specimens. [Surface smears of the 
tonsils are apparently and rightly disregarded, as tubercle 
bacilli may be found in ‘the tonsils by implantation in 
patierits with positive sputum.] 

Treatment should be carried out by the collaboration 
of surgeon and physician. Enucleation is condemned for 
it is considered likely to initiate an intense bacteriaemia. 

The author has never used tuberculin as he does not 
consider it likely to influence the local process. The 
treatment of choice, in his opinion, is parenteral ‘* methyl 
antigens *’. This is a bacillary extract in methyl alcohol 
Prepared by the Pasteur Institute of Paris. Its use is 
not contraindicated in any form of tuberculosis. The 


technique is as follows. The first dose of 0:25 ml. of the 
diluted extract [the actual dilution is not given] is in- 
jected intramuscularly into the thigh. If there is no 
reaction 0-5 ml. is given after a 5-day period. If there 
is a local reaction the same dose is repeated. When 3 ml. 
of the diluted extract has been injected, the undiluted 
extract is used. The first injection of 0-25 ml. is repeated 
on 4 occasions at 10-day intervals. The patient’s con- 
dition is then assessed, and unless contraindicated 1 ml. 
is injected twice weekly until 50 ml. has been given. The 
author claims good subjective results for the above treat- 
ment but no details are given. Streptomycin and other 
antibiotics have not been used. X-ray therapy and gal- 
vanopuncture are energetically condemned as methods 
likely to destroy healthy lymphoid tissue surrounding the 
diseased areas. For pain, which is usually referred to the 
ear, 2 ml. of 1% procaine with or without alcohol in- 
jected into the tonsillar bed gives relief for periods of 
10 days to 1 month. This treatment may be repeated. 
In exacerbations of tonsillitis the author sprays the tonsil 
with neoarsphenamine in glycerin. In some cases he has 
been able to abort an acute process by ionization with 
mild silver proteinate. J. J. Giraldi 


1291. Alcohol Infiltration of the Phrenic Nerve in Primary 
Tuberculous Pneumonias in Adolescents and Adults. 
MHEBMOHHAX Y MOMPOCTKOB B3pOcibix) 

Vv. D. YampotsKayA. Ty6epxynesa 
[Probl. Tuberk.] No. 2, 18-23, March-April, 1948. 4 figs. 


The effect of alcohol infiltration of the phrenic nerve | - 


in cases of primary tuberculous pneumonia was studied in 
19 girls and 11 young men, their ages varying from 13 to 
over 19 years. The history, symptoms, and the nature of 


tuberculous lesions present in the lungs are described in 


some detail and illustrated in selected cases. A satisfac- 
tory therapeutic effect was observed in 26 out of 30 
patients; 2 died, and in the remaining 2 the operation 
produced no improvement. Some of the patients treated 
unsuccessfully by artificial pneumothorax before alcohol 
infiltration showed improvement after the operation. 
The period of observation was 2:5 years in 23 and 3 to 5 


years in 7 subjects. The most rapidly favourable thera- — 


peutic effect was seen in patients with primary pneumonia 
in the initial stage of the disease. H. P. Fox 


1292. Clinical and Epidemiological Significance of Scar- 
city of Tubercle Bacilli in Sputum. (Knunuyeckoe u 
SHAYEHHE ) 
I. I. BERLIN, S. M. BERGMAN, V. S. IosELevicH, M. D. 
ROzANOVA, M. P. MELESHKEVICH, E. Y. SABSHINA, and 
E. M. Nivova. Ty6epxynesa [Probl. 
Tuberk.] No. 3, 19-27, May-June, 1948. 


Clinical observations, extending over a period of many 
years, on in-patients and out-patients showed that the 
finding of a few tubercle bacilli in the stomach washings or 
the sputum (especially on examination by the flotation 
method) is of great significance in making a correct 
differential diagnosis or ascertaining the presence of | 

-concomitant tuberculosis in a‘ primary non-specific 
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pulmonary condition. The history and other relevant 
data in 108 carefully selected cases (out of 200), under 
observation for a long time, are presented and tabulated. 
The evidence showed that examination of stomach wash- 
ings by the flotation method is of the utmost importance in 
early diagnosis of exacerbations of a tuberculous process. 
The relation between the radiological picture and allergic 
reaction on the one hand and scarcity of Mycobacterium 
tuberculosis in the sputum and stomach washings on the 
other is discussed in detail. H. P. Fox 


1293. Significance of Scanty Excretion of Tubercle 
Bacilli, as Shown by Examination of Stomach Washings by 
the Flotation Method. (SHaueHue cxyguHoro 6auunno- 
BbIABJIACMOPO MpOMbIBaHblxX 
BOR METONOM 

M. V. Trius, A. A. KLEBANOVA, and L. E. SKRIABINA. 
Tipo6nemsi Ty6epxynesa [Probl. Tuberk.] No. 3, 28-32, 
May-June, 1948. 2 refs. 


The authors’ conclusions are based on the results of 


about 25,000 examinations of stomach washings by the - 


flotation method carried out (during the period 1938-47) 
at the experimental pathology laboratory of the Moscow 
Regional Tuberculosis Research Institute. The presence 
of Mycobacterium tuberculosis in stomach washings of 
patients suffering from non-tuberculous pulmonary 
disease (non-specific pneumonia, abscess, or neoplasms) 
is proof that the condition is accompanied by, or has 
activated, the tuberculous process; in those patients with- 
out clinical or radiological signs of active pulmonary 
tuberculosis the presence of a small number of tubercle 
bacilli in the stomach washings indicates latent tubercu- 
losis. In making a positive diagnosis, other clinical signs 
and results of tests must be taken into account; in their 
absence, a positive result from examination of stomach 
washings gives ground for suspecting the presence of 
latent tuberculosis. The danger in such cases of infec- 
tion of readily susceptible individuals (young children) 
must not be overlooked. H. P. Fox 


1294. Significance of Scanty Excretion of Tubercle 
Bacilli in Clinical Course and Epidemiology of Tubercu- 
losis. (O B 
Ty6epKynesa) 

B. E. Arkina and I. G. Lemperskt. 
Ty6epxynesa [Probl. Tuberk.] No. 3, 33-35, May-June, 
1948. 


The history of 329 patients with scanty excretion of 
tubercle bacilli, and in whom a positive diagnosis of 
tuberculosis had been made, was traced over a period of 
6 to 7 years. In the majority of such individuals the 
disease ran a comparatively benign course, the tendency 
towards an abortive course and complete recovery being 
very marked. The incidence of tuberculosis among the 
members of families of such patients, in direct contact 
with them, was relatively small. However, it is urged 
that in these families prophylactic measures should be as 
strictly observed and enforced as in those of subjects 
excreting large quantities of tubercle bacilli. H. P. Fox 


1295. Significance of Tuberculin Sensitivity 
I. BLuHM. Tubercle [Tubercle] 29, 73-81, April, 1948, 
15 refs. 


An investigation was carried out in the Central Dis- 
pensary of Stockholm into fluctuations in tuberculin skin 
sensitivity in “ normal” and tuberculous subjects. A 
dilution of 1 in 2,000 old tuberculin was employed and 
the size of the reaction was measured at 48 or, more 
often, at 72 hours. Altogether 610 persons were tested, 
most of them being between 15 and 50 years of age. In 
persons who were not suffering from tuberculosis but 
who were living in an infected environment tuberculin 
sensitivity was usually increased. When the source of 
infection was removed the reaction decreased. It is 
considered that the cause of hypersensitivity is probably 
a continuous exposure to abundant tubercle bacilli, and 
that, from the dispensary point of view, it is important to 
investigate the environment of hypersensitive normal 
subjects. - 

In cases of primary tuberculosis, especially of erythema 
nodosum, the reaction was increased; on the other 
hand, the reaction was slight in exudative pleurisy. 
The reaction was stronger in exudative pulmonary 
tuberculosis than in productive pulmonary disease; in 
cases of combined lesions with cavities the sensitivity 
tended to be low. Cases in which there were healed 
lesions showed decreased sensitivity ; sensitivity increased, 
however, when the patient came into contact with 
infection, but the author found no evidence that a high 
degree of sensitivity in normal or tuberculous individuals 
predisposed to disease or to relapse. It was concluded 
that variation in sensitivity does not depend so much 
upon the extent of the disease or whether it is progressive 
or regressive as upon whether it is exudative or produc- 
tive in character. [This distinction is not so easily made 
perhaps as the author seems to imply. Some work on 
very similar lines carried out in Britain by Westwater in 
1934 (Tubercle, 15, 543), might have been mentioned, 
although the findings of the Prophit Survey (1947) were 
probably not available when the paper under review was 
written. L. E. Houghton 


See also Section Microbiology, Abstract 1064. 


1296. Age Specific Susceptibility to Tuberculosis. 
Experiments on Guinea Pigs and Rats 

C. J. Duca. American Review of Tuberculosis (Amer. 
Rev. Tuberc.| 57, 389-399, April, 1948. 7 figs., 18 refs. 


Conflicting evidence in the literature concerning the 
relative susceptibility of experimental animals to tubercu- 
losis at different ages led to a study of guinea-pigs and 
rats. It was found that the newborn guinea-pig is more 
susceptible to experimental tuberculosis than are guinea- 
pigs of 15 days, 1 month, 15 months, or 48 months of 
age. This fact is shown by the marked decrease in 
survival in the newborn group and by the more acute and 
progressive type of tuberculosis found at necropsy. No 
differences in susceptibility were observed in the three 
older groups. The 5-day-old rat was found to be 
slightly more susceptible to experimental tuberculosis 
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than the 35-day-old rat. It is suggested that different 
tissue reaction in the newborn guinea-pigs is responsible 
for different survival times, and that this depends upon 
delayed development of allergy. Allergy would tend to 
hinder the spread of small inocula (such as were used in 
these experiments) and was present in the older groups a 
week earlier than in the newborn. Another factor sug- 
gested is the relative inability of young individuals to 
produce antibodies in response to antigenic stimulation. 
It is concluded that in experiments planned to solve 
problems of natural resistance to tuberculosis in human 
beings, species should be used which are close to human 
beings to the scale of evolution, and in which the period of 
infancy is much longer than the few week’s infancy of 
rodents. L. E. Houghton 


1297. The Effect of Phenylhydrazine in Experimental 
Tuberculosis 

H. J. Corper and M. L. Coun. American Review of 
Tuberculosis [Amer. Rev. Tuberc.| 58, 230-236, Aug., 
1948. 7 refs. 


The capacity of phenylhydrazine hydrochloride, 
which is moderately tuberculostatic in vitro, to sup- 
press experimental tuberculosis in guinea-pigs, was 
re-examined. Contrary to previous reports the drug did 
not suppress the disease, nor was survival time increased; 
the toxic effects of the drug were confirmed. 

P. D’Arcy Hart 


1298. The Effect of Sphingomyelin on the Growth of 
Tubercle Bacilli 

R. J. Dusos. Journal of Experimental Medicine [J. exp. 
Med.) 88, 73-79, July, 1948. 12 refs. 


The author has already shown that the enhancing ° 


effect of the synthetic wetting agents “* tween 40 ”’, “‘ tween 
60”, and “ tween 80” on the growth of tubercle bacilli 
is due in part to the fact that these water-dispersible 
esters constitute for the bacteria a non-toxic source of 
palmitic, stearic, and oleic acids. It has also been 
shown that, in addition to long-chain fatty acids, there 
exist in tissues other lipids, which enhance the growth of 
tubercle bacilli; among these sphingomyelin is parti- 
cularly active in this respect. 

In the present study, sphingomyelin prepared from 
various sources (brain, kidney, liver, and lung), and also 
the cerebrosides, cerebron and phrenosin, were added 
to a synthetic medium. Their effect on the growth of 


Mycobacterium tuberculosis, from the point of view of 


yield and the ability of the medium to allow the growth 
of very small inocula, was then noted. Media containing 
serum albumin, which is known to be active in these 
respects, were used as controls. The cerebroside pre- 
paration did not improve, but in fact decreased, the 
ability of the medium to sustain-the growth of small 
inocula. All preparations of sphingomyelin, however, 


whatever their source, were almost as effective as serum 
albumin in enhancing yield, and allowing proliferation of 
small inocula. 

It appears that sphingomyelin exerts this effect in two 
ways. First, like serum albumin, it protects the bacilli 


against certain toxic effects, in particular those of long- 
chain fatty acids. Secondly, it supplies to the bacteria 
lignoceric acid (or its amide) which is utilized for growth. 
The base, sphingosine, another component of sphingo- 
myelin, does not favour and probably inhibits prolifera- 


tion of tubercle bacilli. T. D. M. Martin 
i 


1299. The Effect of Wetting Agents on the Growth of 
Tubercle Bacilli 

R. J. DuBos and G. MippLeBRooK. Journal of Experi- 
mental Medicine [J. exp. Med.) 88, 81-88, July, 1948. 
7 refs. 


It has been shown that it is possible to obtain finely 
dispersed growth of tubercle bacilli by adding to the 
medium certain non-ionic wetting agents. ‘‘ Tween 80,” 
a polyoxyethylene ester of sorbitan mono-oleate, has 
been most extensively used for this purpose. 

A defect of tween 80 and of some other kindred 
substances is the fact that they are liable to enzymatic 
hydrolysis by lipases; this prohibits their use in media 
containing animal tissues, or fluids rich in these enzymes. 
This paper describes the study of another type of wetting 
agent—an arylalkyl polyether of phenol, known as 
‘triton A 20 appears resistant to the known 
enzymes of animal tissues. This was demonstrated by 
growing strains of Mycobacterium tuberculosis, virulent 
and avirulent, in a basal.synthetic medium containing 
serum, to which tween 80 and triton A 20 weré added. 
Tween 80 lost its ability to disperse cultures in such 
media; triton A 20 did not.. 

Other differences were found between the actions of 
the two substances. Tween 80 increases yield of growth 
probably by supplying oleic acid to the bacilli. Triton 
A 20 does not, although it was found that growth can be 
enhanced in its presence when long-chain fatty acids or 
sphingomyelin are added to the medium. In concentra- 
tion sufficient to cause dispersed growth, tween 80 
(purified by removal of unesterified fatty acid) was 
innocuous to both virulent and avirulent strains. Triton 
A 20, while not affecting virulent strains, in similar 
concentration showed a marked toxic éffect on the 
avirulent variants tested. Triton A 20 does not produce 
such a finely dispersed growth, in the case of virulent 
strains, as does tween 80. This, according to the 
authors, is due to a peculiarity of the: morphology of 
virulent strains, which produce, in addition to amorphous 
bacillary clumps, an end-to-end growth of bacilli result- 
ing in serpentine strands. This formation of long bacil- 
lary strands is suppressed by tween 80, but not by triton 
A 20. T. D. M. Martin 


1300. Tuberculosis of Rabbits Induced by Droplet 
Nuclei Infection. I. Initial Response to Infection 

H. L: Ratcuirre and W. F. Weis. Journal of Experi- 
mental Medicine [J. exp. Med.} 87, 475-584, June 1, 1948. 
20 figs., 13 refs. 


By means of an apparatus described in this paper 
virulent bovine tubercle bacilli, as separated cells in 
droplet nuclei, were pumped in a stream of air from an 
aerosol flask into an inhalation chamber. In the latter, 
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rabbits were infected, infection being graded by the con- 
centration of organisms in the aerosol and the length of 
time of exposure. 

Fifty-six rabbits infected in this way were killed at 
intervals of from 1 day to more than 100 days after infec- 
tion and a histological study was made of their lungs. 

In the early stages the separated bacilli were ingested 
by alveolar macrophages, and seemed to grow progres- 
sively in these cells without causing obvious damage to 
them for about 2 weeks. Tubercle formation started 
about the end of the second week of infection. At this 
time the alveolar macrophages had fused into imperfect 
giant cells, or had become vacuolated. Progressive 
development of the inflammatory reaction, and growth of 
the bacilli, apparently continued unchecked until the 
tubercles underwent caseation during the fifth week of 
infection. Up to this time the growth of the bacilli and 
the response of rabbits to their growth was homogeneous, 
that is, all. reacted in the same way and to the same 
degree. Thereafter, the progress of the disease was not 
uniform; it varied with the animal. The transition was 
attributed to the development of resistance. As judged 
by differences in the rate of development of initial 
tubercles after the fifth week of growth resistance seemed 
to develop slowly, and the rate of its development varied 
widely. After the fifth week of infection the rate of 
growth of the initial tubercles and the extension of the 
infection to other foci was proportional to the number of 
bacilli contained in the lesions. Thus the only demon- 
strable effect of developing resistance seemed to be upon 
the apparent growth rate of the bacilli. 

T. D. M. Martin 


1301. Tuberculosis of Rabbits Induced by Droplet 
Nuclei Infection. II. Response to Reinfection 

H. L. Ratcuirre and W. F. Weis. Journal of Experi- 
mental Medicine [J. exp. Med.] 87, 585-594, June 1, 1948. 
11 figs., 10 refs. 


The authors’ preceding paper (Abstract 1300) described 
the lesions in the lungs of normal rabbits after inhalation 
of an aerosol suspension -of virulent bovine tubercle 
bacilli. 

It was found that rabbits exposed to massive infection 
6 or more weeks after initial infection did not respond as 
did these normal animals; the response to re-infection 
was studied by re-infecting rabbits at intervals of from 
2 to 7 weeks after initial infection. To this end, 18 
normal rabbits, in three groups of 6 animals each, were 
allowed to inhale about 30 bacilli per animal and divided 
into 6 groups for re-infection. Each of the latter con- 
tained one rabbit from each of the 3 “ initial infection ” 
groups and one normal control. The first of these 
groups was re-infected 2 weeks after initial infection. 


Each week thereafter another group was re-infected until 


all had had a second exposure, during which every 
animal inhaled upwards of 20,000 bacilli. This large 
dose invariably killed normal animals within 4 weeks. 

_ Histological studies of the lungs of the rabbits demon- 
strated that those animals re-infected within 4 weeks of 
the initial infection responded in a highly uniform 
manner. With one exception, ali seemed to be just. as 


376 INFECTIOUS DISEASES 


susceptible to implantation of separated organisms on ° 


alveolar walls as were normal animals. In its essential 
features, the pattern of this response seemed to corre- 
spond closely to that in normal rabbits. There was, 
however, one constant difference between initial and 
re-infection tubercles in that the latter always contained 
far smaller numbers of bacilli. 

When the lungs of rabbits re-infected after an interval 
of more than 4 weeks were examined, in most cases it was 
found that none of the bacilli had become established, 
and it appeared that these animals had developed 
immunity to re-infection with virulent bovine tubercle 
bacilli inhaled as separated cells in droplet nuclei. In 
some of them, however, exposure to the massive re- 
infection by inhalation seemed to have stimulated the 
progress of the initial infection. T. D. M. Martin 


See also Section Hygiene, Abstracts 895, 898-900; 
Section Microbiology, Abstracts 1063, 1067; and Section 
Cardiovascular Disorders, Abstract 1107. 


SPIROCHAETAL INFECTIONS 


1302. Four Cases of Leptospira canicola Infection in 
England. A Symposium 

L. J. M. LAurReNT, T. St. M. Norris, J. M. STARKs, 
J. C. Broom, and J. M. Atston. Lancet Raneety 2, 
48-51, July io, 1948. 9 refs. 


The authors report 4 cases of Leptospira canicola 
infection occurring in England. They point out that, 
though canicola fever has been reported in man from 
most European countries, hitherto only one case has been 
fully investigated in England. The disease is very wide- 
spread among dogs all over the world. The 4 cases here 
detailed presented signs of meningitis with fever, a 
macular rash, and conjunctivitis. There were obvious 
changes in the cerebrospinal fluid. The diagnosis was 
obtained by demonstrating a high agglutination titre 
against L. canicola in the patients’ plasma, and the 
evidence tabulated leaves no reasonable doubt about the 
correctness of this diagnosis. It is suggested that the 
possibility of leptospiral infection should be considered 
in all cases presenting signs of lymphocytic meningitis. 

Jos. B. Ellison 


1303. Weil’s Disease. Analysis of 195 Cases in England 
J. C. Broom and J. M. Atston. Lancet [Lancet] 2, 
96-97, July 17, 1948. 13 refs. 


The authors investigated the sex, age, method of infec- 
tion, presence of jaundice, and final outcome in 195 cases 
of leptospirosis diagnosed serologically in their labora- 
tories between 1940 and 1946. Any degree of agglutina- 
tion of Leptospira icterohaemorrhagiae by blood serum 
they regarded as suspicious, but when a titre is 1 in 300 or 
less confirmation is sought, whenever possible by examin- 
ing further specimens for a rise in titre. Leptospira 
excreted in the urine of rats may survive for a considerable 
period in wet surroundings provided the reaction is 
alkaline. For this reason it may be difficult to trace the 
connexion with rats. 
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Analysing the occupations of the patients, they found 
a greater degree of diversity than is usually recognized. 
In addition to the common findings—farm workers 
(12%), sewer workers (11%), fish workers (7%), coal 
miners (6%), bathers (5%)—their miscellaneous group 
(11%) included fishmongers, butchers, waiters, kitchen 
porters, refuse collectors, sailors, bricklayers, carpenters, 
motor mechanics, dock labourers, and workers in a 
factory preparing compressed cattle food. They dis- 
tinguished between bathers (5%) and those working in 
water (7%) on such work as bridge repairs, because in the 
latter infection through the conjunctiva and mouth 
seemed unlikely. Two patients had lain in wet ditches 
as the result of a motor car accident; two children were 
infected while playing in rat-infested bombed buildings; 
an A.R.P. warden was another victim. Army personnel 
numbered 24%, compared with Air Force 4% and Navy 
1%, but beyond the statement that some were infected 
during manoeuvres and on active service no analysis of 
these figures is attempted. The very young and the very 
old were less often affected than those in their prime. 
Of the cases 95-6% were in males. The jaundice rate 
(90%) and the case-fatality rate (22%) were both high, 
possibly because all patients were those requiring 
admission to hospital. Evidence is adduced that many 
cases of leptospirosis escape recognition. 

Maurice Mitman 


1304. A Clinical and Serological Follow-up of Yaws 
Cases Treated by Acetylarsan and Bismuth Sodium 
Potassium Tartrate 

I. Aptep, R. D. HARDING, and M. GosDEN. Transac- 
tions of the Royal Society of Tropical Medicine and 
Hygiene [Trans. R. Soc. trop. Med. Hyg.] 42, 55-64, 
July, 1948. 8 refs. 


This paper deals with clinical and serological examina- 
tions of 274 persons who had been treated for yaws in 
Sierra Leone at periods up to 24 years previously. 
Three schedules were employed, the first consisting of 
6 weekly injections of 4 ml. of acetylarsan alone, the 
second of 3 weekly injections of 3 ml. acetylarsan plus 
4 injections of gr. 3 (0-2 g.) of bismuth sodium and potas- 
sium tartrate (B.S.P.T.), and the third of 6 weekly injec- 
tions of gr. 4 (0-26 g.) B.S.P.T. alone. 

The results were assessed by clinical examination and 
simultaneous Kahn and Ide tests on the blood. It was 
found essential to inactivate the serum before carrying 
out the Ide test and desirable to add a drop of 3-5% 
Saline to the slide but, even so, the Kahn and Ide reactions 
did not entirely correspond, for of 41 Kahn-positive sera 
only 31 gave positive Ide reactions. 

Of 98 patients treated with the first schedule and ob- 
served for 6 to 7 months, 61% had no lesions and 39% 
had inactive plantar yaws; of 120 treated by the second 
schedule 3-3% had active yaws, 48% inactive plantar 
yaws, and 49% no lesions, while of 56 treated by the third 
schedule, 38% had active lesions, 32% no lesions, and 30% 
inactive plantar yaws 6 months after treatment. At 
the same period after treatment in 21% of 87 cases treated 
by the first schedule serum reactions were negative and in 
30% merely weak or doubtful; in 7% of 28 treated with 


the second schedule reactions were negative and in 15%" 
weak or doubtful, and of 45 cases treated by the third 
schedule serum reactions were negative in 7% at 6 to 7 
months and weak or doubtful in 6%. Both as regards: 
clinical appearances and serology, however, no signifi- 
cant differences were apparent in these results if the 
investigations were made at periods varying from 1 year 
to 24 years after treatment. 

It is estimated that acetylarsan, in the doses given, 
probably cured one-third of the patients and rendered 
the condition in the remainder quiescent with at the 
most inactive plantar lesions. It is considered that this 
drug is inferior to neoarsphenamine ; B.S.P.T. is regarded 
as relatively ineffective and as inferior to bismuth 
salicylate. Of the 274 patients included in this study, 
235 had non-infectious plantar yaws at the time of treat- 
ment and only 22 had framboesiomata while the remain- 
ing 17 had infectious plantar yaws of the pseudo-granulo- 
matous type (crab yaws). [The inclusion of so many 
comparatively late cases makes exact comparison difficult 
for, in such cases, serological reversal is not to be expected. ] 

R. R. Willcox 
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1305. Researches on the Chemotherapy of Protozoal 
Infections 

N. Isuut. Japanese Medical Journal (Jap. med. J. 1, 
30-51, Feb., 1948. 6 refs. 


This is a report of tests made upon protozoa in vitro 
and in infections of laboratory animals. Against Plas- 
modium relictum infections in the canary, 1-sulphanil- 
amido -3 : 5-dibromobenzene and 6-aminodihydro- 
cinchonidine showed some activity, and were tried against 
a few human cases of benign tertian malaria with 
“desirable results”. Cepharanthin”, which is 
reported to “‘ provoke” the release of exoerythrocytic 
parasites into the blood stream, was used together with 
quinine, mepacrine, or pamaquin, in the hope that the 
combination would produce complete cure. Although 
the author states that the “‘ complete cure of malaria is 
expected ’”’ as a result of such treatment, some failures 
are recorded among the small number of patients used (a 
total of 23 in differently treated groups of 3 or 5). [There 
is therefore no justification for his conclusion.] 

Sulphapyridine, sulphathiazole, and sulphamethyl- 
thiazole were found to have ‘slight activity against 
Borrelia duttoni in the mouse. A number of antimony 
derivatives of sulphonated oxyquinolines had activity 
against Trypanosoma gambiense infections in mice, but 
were more toxic than stibophen. A few diamidines and 
diguanidines were also active, and one of them—4 : 4’- 
diguanidinodiphenyl-sulphoxide—was used to treat 9 
cases of human kala-azar. Eight of these patients 
** demonstrated fairly good results ’’, but leucopenia was 
an attendent complication. The antimony derivatives 
of oxyquinoline also showed activity against Entamoeba 
histolytica and Trichomonas hominis in the test-tube. 

[Much of the paper is taken up with lists of chemical 
compounds and is unsuitable for abstracting.] 

L. G. Goodwin 
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1306. Antigens Common to Plasmodium and Haemo- 
proteus 

M. YorELI. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 387-393, May, 1948. 2 figs., 
5 refs. 


Malarial antigens, as prepared from the monkey 
malaria parasite, Plasmodium knowlesi, or from the 
chicken parasite, P. gallinaceum, are not species-specific 
but rather group-specific, and therefore have been used 
for complement-fixation tests in human malaria. Since 
the discovery of a primary tissue phase in malaria has 
brought the genus Plasmodium nearer to that of Haemo- 
proteus, the serological and group reactions between the 
two genera were studied in pigeons. The sera of pigeons 
naturally infected with H. columbae gave positive comple- 
ment-fixation reactions with antigen prepared from 
P. gallinaceum, the test appearing even more sensitive 
as an indicator of infection than direct microscopical 
examinations of blood or tissues. The sera of the birds 
also gave positive complement-fixation reactions with 
antigen prepared from H. columbae, and these reactions, 
unlike those with P. gallinaceum antigen, ran parallel to 
the intensity of the blood infection of the tested birds. 
The serological cross-reactions show a close antigenic 
relationship between the two genera Haemoproteus 
and Plasmodium. . F. Murgatroyd 


1307. The Prolonged Viability of Sporozoites of Plas- 
modium gallinaceum in Extracts of Washed Chicken 
Erythrocytes 

L. WHITMAN. Journal of Immunology [J. Immunol.} 
59, 285-294, July, 1948. 4 refs. 


Isotonic salt solutions rapidly injure sporozoites of 
Plasmodium gallinaceum in vitro; the parasites live better 
in chicken serum or plasma added to the salt solutions or 
substituted for them, and skimmed milk was found to be 
at least equal to chicken serum. The author, however, 
regarded all these media as unsatisfactory and experi- 
mented with an extract of chicken erythrocytes (C.E.E.). 

The erythrocytes were ** centrifuged ”’ and washed with 
saline three times, were then laked by alternate freezing 
and thawing (37° C.) twice, and the fluid was then 
“ centrifuged ’’ to remove nuclei and stroma and was 
stored in the ice box. This stock extract was diluted 
with physiological saline as required for experiments. 
Sporozoites of P. gallinaceum, drawn out by traction on 
the head of the mosquitoes, were kept at room tempera- 
ture (26° C.) for various periods in various dilutions of 
C.E.E. and doses of 0-25 ml. of the suspensions were 
injected into the jugular vein of white leghorn chickens 
2to3daysold. The results were judged by microscopical 
examination of blood smears, the incubation period of 
the infection, and the length of life of the birds. 

A 10% concentration of C.E.E. gave satisfactory 
results; after storage in this for 24 hours at 26° C. the 
sporozoites infected all the 8 chickens used; results were 
not better with 19% concentration but were worse with 
weaker concentrations. Parallel experiments with 10% 
C.E.E., 50% serum saline, skimmed milk, and saline 
‘showed that C.E.E. was far superior to the other media. 


During the removal and examination of the salivary 
glands of infected mosquitoes it is difficult to avoid 
bacterial contamination, which, however, does not 
develop much during the first 24 hours; it sometimes 
seems to alter the nature of the erythrocyte extract. 
Penicillin (5,000 units per ml.) in 10% C.E.E. controlled 
bacterial growth without unduly affecting the survival 
and infectivity of the sporozoites; after 72 hours in C.E.E. 


with penicillin they infected both the chickens used. Ina - 


controlled experiment in which a 10~! suspension of 
sporozoites in C.E.E. was “ centrifuged ”’ for 20 minutes 
at 3,500 r.p.m. and new decimal dilutions were made in 
10% C.E.E. and injected into chickens, no apparent loss 
of infective sporozoites occurred. When sporozoites 


were obtained by grinding mosquito thoraces their © 


infectivity was diminished, but the cause of this has not 
yet been investigated. 

The experiments recorded in this paper were carried 
out in the laboratories of the International Health 
Division, The Rockefeller Foundation, New York City. 

J. F. Corson 


See also Section Pharmacology, Abstract 957. 


1308. First Isolation of Trypanosoma rangeli ina Human 


Subject by Culture of Peripheral Blood. (Primera 
comprobacion de trypanosoma rangeli en el organismo 
humano por cultivo de sangre periférica) 

F. Pirano, M. Mayer, R. MEDINA, and H. BENAIM 
Pinto. Archivos Venezolanos de Patologia Tropical y 
Parasitologia Médica {Arch. venez. Patol. trop.) 1, 1-31, 
Jan., 1948. 8 figs., 13 refs. 


Since 1920, when Tejera first described crithidia and 
trypanosomes differing from Trypanosoma cruzi in the 
intestine and faeces of Rhodnius prolixus, other workers 
have also noted their presence. The crithidia differ 
from those of T. cruzi in being plumper and pear-shaped, 
6 to 7 uw long, and with a punctiform blepharoplast. 
The opinion has been expressed that these were merely 
atypical forms of 7. cruzi in the invertebrate. Later, 
these and T. cruzi crithidia were both found in the same 
insect and, in 1936, in 4 children in Guatemala whose 
blood was examined in thick films. These protozoa 
were thought at the time to be 7. cruzi but were shown by 
Montenegro in 1943 to be T. rangeli. Photomicrographs 
of leishmaniai, crithidial, and trypanosomal forms showed 
differences from those of 7. cruzi. In 1942, in a “* xeno- 
diagnostic ” test on a patient suffering from Chagas’s 
disease, Torrealba found that both trypanosomes were 
present, and two other cases were recorded by Medina, 
also in 1942; all these cases occurred in Venezuela. In 
1943, Dias and Torrealba recorded the finding of flagel- 
Jates similar to T. rangeli in Rhodnius prolixus permitted 
to feed on a patient suffering from Chagas’s disease, and 
they concluded, therefore, that T. rangeli is a parasite of 
man. They could not cultivate it or find susceptible 
animals for experiment. Hoare in a critical note (Trop. 
Dis. Bull., 1946, 43, 110) has discussed the differences 
from T. cruzi. 

The present authors examined several patients who 
were thought to be suffering from Chagas’s disease in 
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1947, and in one, a girl of 12 years, tested by xenodiag- 
nosis (attempt to find the parasite in a vector infected by 
the patient) the result was negative, but cultures of the 
patient’s blood on NNN medium proved positive. At 
the age of 18 months this same patient had been examined 
by Torrealba and xenodiagnosis of T. cruzi infection had 
been carried out. There was, therefore, no absolute 
proof that this patient was not now (in 1947) infected 
with 7. cruzi also, or that the infection was by T. rangeli 
solely. Since the absence of 7. cruzi is not proved, it is 
not possible to decide whether 7. rangeli is pathogenic 
for man. 

A considerable number of R. prolixus captured in 
villages and huts were infected with 7. rangeli; 5 out of 
12 in one instance, 6 out of 16 in another, 7 out of 32 ina 
third, and 9 others of the last batch were infected with 
T. cruzi as well. Altogether, since 1944, of 150 of these 
insects examined 30 were found to be infected with T. 
rangeli alone and 16 others with T. rangeli and T. cruzi; 
of the total (46), 23 specimens were adults, 8 larvae, and 
15 nymphs. In view of the failure to maintain a strain 
by culture or animal inoculation, the author transferred 
the rectal contents of an insect with crithidia in its faeces 
into the rectum of a fresh, laboratory-bred insect every 
2weeks. The paper includes tables of measurements and 
biometric details of 7. rangeli in Rhodnius prolixus. 

H. Harold Scott 


1309. New Progress in the Treatment of Visceral Leish- 
maniasis. (Nouveau progrés en matiére de traitement de 
la Jeishmaniose viscérale) 

P. GirAuD, R. BERNARD, R. GUERRINI-PELISSIER, and 
L. GUERRINI-PELISSIER. Presse Médicale [Pr. méd.} 
56, 519-520, July 24, 1948. 


This article is based on observations in 51 cases of 
visceral leishmaniasis treated by a combination of 
pentamidine and “* glucantime ’’ or by one alone of these 
drugs. The patients were mostly children, but some 
adults of all ages were also treated. All had contracted 
the disease in the south of France or in Corsica. 

Pentamidine (4,4-diamidinodiphenoxypentane) is a 
powder used in 2% solution in physiological saline; 12 
to 15 intramuscular injections of 1 to 5 ml. are given 
thrice weekly, according to the weight and age of the 
patient—for a child of 2 years 1 to 2 ml. should be given. 
The general tolerance to this compound is excellent, no 
reaction occurring in children, however severely infected. 
Local tolerance is not so good, injections being often 
painful and causing a slight oozing of blood, while one 
case of temporary paralysis of the sciatic nerve has been 
observed. The therapeutic effect of this drug is good, 
and the authors have effected complete cure in 12 cases 
without any other treatment. In other instances the 
action is less rapid and complete than that of antimony 
and the drug is reserved for the early treatment of 
debilitated patients or is given alternately with courses of 


the latter. 


“ Glucantime ” (2,168 R.P.), the N-methylglucamine 
of antimony is a complex quinquevalent antimony 
compound, giving stable solutions of 30% [the vehicle is 
not stated]; it is supplied in ampoules of 5 ml.; 1 ml. 
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of the solution contains 0-3 g. of the compound and 
0-085 g. of antimony. It is given intramuscularly in 
daily doses. Cures have followed 12 to 15 injections of 
from 1 to 10 ml. of solution, according to the age and 
weight of the patient. The general tolerance to glucan- 
time is good, being superior to that to most of the 
antimony compounds previously used. However, re- 
actions such as acute diarrhoea, febrile recurrences, and 
‘formation of slight areas of congestion at the left lung 
base do occur when maximum doses are being reached in 
patients severely infected, and the risks of antimony 
treatment should be remembered. Local tolerance is 
fairly good, but 2 cases of abscess and 1 case of rather 
serious paralysis of the sciatic nerve have been met with. 
The efficacy of the drug is good, especially in early 
cases, but in chronic cases its action is slow and incom- 
plete and several courses are necessary, the result even 
then being poor. It is not unusual, however, after 
the first course of 12 to 15 injections to observe all the 
signs of an apparent cure. Even in such favourable 
cases the authors do not rely on one course of treatment 
for fear of the strain becoming antimony fast, but, after 
some weeks’ interval, they give a second course of 
glucantime with or without intermediate treatment by 
pentamidine. In severe cases, in those resistant to 
antimony, and where intercurrent complications lead to 
temporary cessation of antimony treatment, treatment by 
blood transfusions and ultraviolet irradiation is given. 
Careful observation of the patient over several months is 
necessary. 
One patient, who died of pertussis encephalitis, has 
been excluded from this series. Of the 50 patients 
recorded 48 have been definitely cured, the results having 
been checked by clinical and blood examinations over 
several months. Two other patients are still under treat- 
‘ment but are definitely improved. Twelve patients 
treated by pentamidine alone were cured in an average 
of 5 months; 16 treated with pentamidine in conjunction 
with some antimony compound other than glucantime 
were cured in an average of 7 months; 20 treated with a 
combination of pentamidine and glucantime were cured 
in an average of 3 months; 2 treated with glucantime 
alone in 2 and 3 months. Ina case of average severity, a 
preliminary course of 12 to 15 injections of glucantime is 
followed by a course of 12 to 15 injections of pentami- 
dine thrice weekly, and then by 12 daily injections of 
glucantime. C. F. Shelton 


1310. Congenital Toxoplasmosis 

J. SCHWARTZMAN, A. Marria, M. E. Crusius, and A. 
BRUNHOFFER. Journal of Pediatrics [J. Pediat.] 33, 66-73, 
July, 1948. 2 figs., 33 refs. . 


Infantile toxoplasmosis can be acquired in utero, 
though as yet Toxoplasma has not been isolated from the 
placenta. The following criteria are necessary for 
diagnosis of the infantile type: (1) infection occurring 
in utero, or shortly after birth, symptoms being present 
at birth or shortly after; (2) signs of cerebral injury— 
tremor or convulsions, microcephaly, or hydrocephalus 
(in 80% obstructive and progressive); (3) mental retar- 
dation; (4) inflammatory and degenerative changes in 


ary 
oid 
not 
ict. 
led 
val 
na. 

of 
ites 
in 
oss 
ites 
not 
‘ied 
lth 
ty. 
n 
nan 
era 
mo 
‘AIM 
ly 
-31, 
and 

the - 
kers 
iffer 
ped, 
last. 
rely 
iter, 
ame 
nose 
n by 
uphs 
wed 
eno- 
zas’s 
were 
lina, 

In 

agel- 
itted 

and 
te of 
tible 
Trop. 

who 
se in 

e . 


380 INFECTIOUS DISEASES 


the eyes; (5) intracerebral calcification of granulomata. 
In addition, the cerebrospinal fluid may contain toxo- 
plasmas and a round-cell pleocytosis and xanthochromia 
may be observed. Toxoplasmas may be found in other 
body fluids; toxoplasma-neutralizing antibodies may be 
found in the maternal or infant blood There may be 
changes in other systems, such as pneumonitis, anaemia, 
vomiting and diarrhoea, and persistent pyrexia. Necropsy 
may reveal focal necrosis and inflammation, miliary 
granulomata which tend to calcify, and myocarditis un- 
suspected in life. The complement-fixation reaction is 
not yet perfected. Therapy is unsatisfactory, but treat- 
ment with sulphonamides has shown promise. The 
authors describe a case in a 17-month-old negress. They 
stress the point that in late cases toxoplasmas may not be 
found. J. G. Jamieson 


1311. The Response of Intestinal Amoebiasis to Diodo- 
quin Treatment 

P. MANSON-BAHR and W. J. MUGGLETON. Journal of 
Tropical Medicine and Hygiene |J. trop. Med. Hyg.) 51, 
23-27, Feb., 1948. _ 10 refs. 


Diodoquin, gr. 3 (0-19 g.) by mouth 4 times daily for 
15 days, appeared to be valueless in the treatment of 
acute amoebic dysentery, 5 out of 6 patients relapsing 
within 3 weeks of treatment. Of 12 patients who had 
had amoebic dysentery during the previous 5 years and 
were still passing cysts 11 were cyst-free for from 3 to 
16 weeks after the treatment; of 23 patients who had only 
a history of diarrhoea and no other previous evidence of 
amoebic dysentery but were passing cysts, 22 were cyst- 
free for from 3 to 104 weeks after treatment; and of 30 
patients who had no previous history of diarrhoea and 
were also passing cysts, all were cyst-free for from 3 to 
120 weeks after treatment. Apart from transitory ab- 
dominal discomfort in 4 patients and pruritus in 3, 
the drug produced no toxic effects. F. Murgatroyd 


1312. Jsospora Infections in Man 

A. A. Ligspow, N. T. MILLIKEN, and C. A. HANNUM. 
American Journal of Tropical Medicine {Amer. J. trop. 
Med.) 28, 261-273, March, 1948. 9 figs., 44 refs. 


More than half the previous recorded infections with 
Isospora have been in countries bordering on the Mediter- 
ranean and in the Balkans, but the infection is widespread 
in tropical and sub-tropical regions. It seems doubtful 
whether Jsospora actually invades man or merely passes 
through the alimentary canal; only the odcysts and their 
subsequent stages leading to the development of four 
sporozoites in each of two sporocysts are known, and 
intraepithelial forms have not been demonstrated. 

Among 387 soldiers evacuated from Okinawa between 
April 27 and July 27, 1945, 3 were found to be passing 
Isospora cysts, and two further cases were found later. 
Only one patient complained of diarrhoea, the remainder 
having no gastro-intestinal symptoms, and in all the 
patients tests for occult blood in stools were negative; 
eosinophilia seemed to be associated with accompanying 
helminth infections rather than with the presence of 
Isospora. The Isospora seemed spontaneously to dis- 


appear within a few weeks of the patients’ reaching a 
sanitary environment, so that the specific effect of any 
treatment was difficult to assess; certainly there was no 
dramatic response to mepacrine, quinine, or tetrachlor- 
ethylene. Some patients showed a tendency to pass 
increasing numbers of the odcysts rather than sporocysts 
for a time while under hospital surveillance, which 
suggested that the parasites are not being merely passively 
transmitted through the alimentary canal. Nevertheless, 
despite many examinations by sigmoidoscopy and by 
aspiration of intestinal contents through a Miller—Abbott 
tube intracellular forms were not seen, although the 
aspirated material contained many epithelial cells. 
Unsegmented odcysts were found in the material aspirated 
from the upper jejunum. Furthermore, mature sporo-— 
cysts appear to develop from unsegmented odcysts 
within 48 hours at a temperature of 27° to 31°C. 
Consequently, the long continued passage of large 
numbers of odcysts in an unsegmented state suggests 
that Jsospora is a true parasite. 

The origin of the infection was obscure. All the men 
denied eating native food or drinking untreated water, 
but lapses were probable; flies were very prevalent and 
might possibly have carried the parasite; cats and dogs 
were rare but Isospora is known to parasitize Various 
animals including birds, reptiles, frogs, and toads (which 
were numerous on Okinawa), and even molluscs. 

F. Murgatroyd 
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1313. The in vitro Action of Immune Sera on Cercariae _- 
of Schistosoma mansoni 

B. PAPIRMEISTER and F. B. BANG. American Journal of 
Hygiene [Amer. J. Hyg.] 48, 74-80, July, 1948. 4 figs., 
7 refs. 


In this investigation in the Johns Hopkins University 
School of Medicine, Baltimore, a precipitate was formed 
around cercariae of Schistosoma mansoni when they were 
kept in vitro in immune sera. The precipitate started 
around the tail and spread to the body until the entire 
organism was surrounded. The sera used were taken 
from monkeys experimentally infected with S. mansoni 
or S. japonicum, from non-infected monkeys, from 3 
human cases of infection with S. mansoni, S. japonicum, 
and S. haematobium, and from non-infected human 
beings. At room temperature the precipitate developed 
around the tails in about one hour and the cercariae be- 
came sluggish. By 3 hours the precipitate had extended 
to the body and surrounded it. Higher températures 
accelerated the reaction, while low temperatures retarded 
it. Disintegration of the organism followed precipitation 
and the tails were not shed. In normal sera a typical 
precipitate was never found around any part of the 
cercariae. Ina few tests with normal sera a fine granular 
deposit formed around the tail, but was not sharply 
défined and was inconstant in occurrence. The bodies 
of the cercariae were not involved. The granular deposit 
did not prevent the shedding of the tail which occurred in 
all normal sera. 

Highest titres and most extensive precipitate were 
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produced by sera from animals recently infected, while 
the sera from 3 of 8 cases of old-standing infection 
would not produce a precipitate without the addition 
of guinea-pig complement. Seventeen controls were 
negative. All positive sera lost their ability to cause a 
precipitate when heated to 56° C. for 30 minutes. The 
addition of fresh guinea-pig sera to heat-treated sera 
restored this ability, suggesting that complement is 
required in the reaction. O. D. Standen 


1313a. An Inquiry into the Ectopic Lesions in Schisto- 
E. C. Faust. American Journal of Tropical Medicine 
[Amer. J. trop. Med.| 28, 175-199, March, 1948. 1 fig., 
bibliography. 


1314. Investigations on the Antibilharzial Action of 
Miracil D (Nilodin) 

J. M. Watson, M. A. Azim, and A. HALAWANI. Trans- 
actions of the Royal Society of Tropical Medicine and 
Hygiene [Trans. R. Soc. trop. Med. Hyg.] 42, 37-54, 
July, 1948. 1 fig., 28 refs. 


“* Miracil D ”’ is a new drug for the treatment of schisto- 
somiasis. It is 1-methyl-4-3-diethylaminoethylamino- 
thioxanthone hydrochloride. 


It was synthesized ms acid and shown by Kikuth and 
Génnert to be therapeutically active in mice experi- 
mentally infected with Schistosoma mansoni. It is best 
given by mouth as it is much more toxic when injected 
intravenously and irritant if injected subcutaneously. 
Mice tolerate oral doses of 125 mg. per kg. for 10 days 
but not for 20 days. In patients treated in Egypt toxic 


_ effects (if present) were slight and transient. The 


commonest were anorexia, nausea, and vomiting. In a 
few cases vertigo, tremors, and tinnitus occurred. The 
function. of heart, liver, and kidney, and the blood 
pressure, were normal. There were no _ significant 
changes in the blood apart from eosinophilia. A few 
patients showed idiosyncrasy marked by lassitude, 
restlessness, insomnia, nausea, metallic taste, tingling of 
the skin, headache, and lumbar pain. 

Experiments were first carried out on mice and gerbils 
infected with S. mansoni. The results obtained [for 
which the original paper should be consulted] confirmed 
Kikuth’s reports. To kill all the worms it was necessary 
to give six daily doses of 40 mg. per kg. 

In the first group of 20 patients treated, there were 14 
cases of §. haematobium infection, 2 of S. mansoni infec- 
tion, and 4 of double infection. They were given 2 
doses of 0:4 g. (7 to 10 mg. per kg.) with an interval of 


3 days, and they were observed for 42 to 67 days. Four 


of the 6 S. mansoni infections and 3 of the 18 S. haemato- 
bium infections seemed cured. The second group con- 
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tained 12 patients, infected with S. haematobium, given 


3 doses of 0-4 g. [stated to be per kg. but presumably per 
person] at 3-day intervals. They were observed for 5 
to 70 days, during which period 2 ceased to pass viable 
ova, and hence may have been cured. The third group 
consisted of 4 patients infected with S. mansoni. They 
received 0-4 g. per patient on 4 alternate days and were 
observed for 50 days, after which time only one patient 
was still passing viable ova. They were then given a 
second course consisting of 0-4 g. on 5 successive days 
after which the excretion of viable ova ceased. The 
‘fourth group consisted of 6 children infected with S. 
haematobium. They received 0-1 to 0-3 g. 12-hourly for 
5 to 6 days. Five weeks later the urine still contained 
living eggs arid a second course with doses of 0-2 to 
0:3 g. was given. Living ova continued to be passed 
although the proportion of degenerate ones increased. 
A fifth group of 6 cases was treated with miscellaneous 
doses, and in most of them excretion of eggs ceased 
temporarily. A sixth. group of 14 patients received 5 
mg. per kg. 12-hourly if the urea clearance was above 
50 and 2-5 mg. per kg. if it was below. Treatment was 
continued for 5 to 7 days. A fortnight later all were 
still passing living ova. 

It is concluded that miracil D is effective against both 
S. haematobium and S. mansoni, provided that a sufficient 
total dose is administered during a sufficiently short 
period, but, although marked improvement is apparent, 
complete cure is not usually attained [by the dose 
schedules described in the present paper]. 

[A further series of 16 patients is described by Hala- 


wani er al. (J. R. Egypt. med. Ass., 1948, 31, 272). Blair . 


et al. (in press) have found in Southern Rhodesia that 
when children infected with S. haematobium were given 
10 mg. per kg. daily for 10 days, 12 out of 18 were cured 
(15 weeks observation); some adults tolerated doses of up 
to 1-6 g. per person daily.] F. Hawking 


1315. Miracil D: A New Chemotherapeutic Agent for 
Bilharziasi 

A. HALAWANI, J. M. Watson, G. Nor EL-Din, A. 
Harez, and M. Dawoop. Journal of the Royal Egyptian 
Medical Association [J. R. ee? med. Ass.] 31, 272-284, 
March, 1948. 6 refs. 


“ Miracil D’”’ was administered orally to a group of 16 


patients infected with Schistosoma haematobium. Three - 


of these had double infections with S. haematobium and 
S. mansoni. In 13 cases 1 to 5 g. was given over a period 
of 5 to 10 days, one case of very mild infection only being 
cured. In none of these cases where the concentration of 
miracil in the blood was estimated at 12 hours after 
treatment did the level reach 300 yg. per 100 ml., but in 
the 3 patients who received 7-5 to 7-6 g. of miracil over a 
period of 8 to 10 days the concentration of miracil in the 
blood reached 300 to 375 yg. per 100 ml. Two of these 
patients were cured; the other was apparently cured, but 
relapsed. All patients were examined daily for 2 weeks 
and weekly for 24 months after treatment was concluded. 
In those who were cured the excreta became negative for 


ova in7to10days. The drug has no effect upon the ova . - 


and those that were stained bright yellow produced 
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active miracidia. Two of the 3 patients suffering from 
S. mansoni as well as S. haematobium infection were 
unaffected; the third, though apparently cured, relapsed 
after 2 months. 

The toxicity of miracil D is most pronounced in its 
reaction upon the nervous system. The outstanding 
toxic manifestations were giddiness, headache, vertigo, 
insomnia, excessive sweating, tremor and _ twitching. 
All patients receiving large doses of the drug complained 
of abdominal colic, nausea without. vomiting, and 
anorexia. The skin was stained yellow when heavy 
dosage was employed. In 10 cases slight increases in the 
systolic blood pressure and pulse rate were observed, but 
except in one case there was no particular change in liver 
or kidney function. The effect on the heart should be 
carefully observed when large doses are given. 

The concentration of miracil D in the blood at the end 
of treatment should reach more than 300 yg. per 100 ml., 
and the dose required to achieve this is not less than 18 to 
20 mg. per kilo daily for 7 to 8 days. O. D. Standen 


1316. The Effect of Mild Hypoglycaemic States on 
Patients with Trichiniasis. (Zastosowanie lekkich stanéw 
hipoglikemicznych u chorych na wlosnice) 

A. Polski Tygodnik Lekarski (Polsk. 
Tyg. lek.) 3, 978-979, Aug. 16-23, 1948. 7 refs. 


This paper deals with the effect of hypoglycaemia on 
patients suffering from infection with Trichinella spiralis. 
In 3 cases the severe muscular pains disappeared after 
insulin treatment had produced mild hypoglycaemia. 
Previous reports by the same author have described the 
antispasmodic and anti-allergic affects of hypoglycaemia 
on bronchial asthma and allied conditions. 

J.T. Leyberg 


OTHER INFECTIOUS DISEASES 


1317. The Course of Acute Rheumatism in Children in 
War and in the Post-war Period. (Tesenne pesmatusma 
y neteH B BOMHbI NepHon) 

E. V. Kovateva. [Pediatriya] No. 4, 13-18, 
July—Aug., 1948. 1 fig., 12 refs. 


In a Moscow clinic a remarkable lowering in the inci- 
dence of acute rheumatism in children was observed 
during the war, while the course of the disease became 
milder (5-9% mortality rate, against 14-6% in peace time). 
The incidence of pericarditis fell. In 33% of wartime 
cases a leucopenia was present and in 60% an anaemia. 
Since the end of the war the incidence of acute rheumatism 
has risen sharply, from 4-6% of all admissions in 1942 to 
18% in 1947, and the disease has again become more 
severe. Severe exudative reaction is now commoner— 
polyserositis, polyarthritis, pneumonia—but the mortality 
rate remains low (4-5%). Nevertheless, in the more 
severe cases there is a tendency to early death, within 2 to 
3 months of the onset of the disease, and sometimes 
earlier. S. S. B. Gilder 


See also Section Pathology, Abstract 1032. 


(Trans. Ass. Amer. Phys., 1942, 57, 265). 


1318. The First Ten Years of Rheumatic Infection in 
Childhood 

R. AsH. American Heart Journal [Amer. Heart J.| 36, 
89-97, July, 1948. 1 fig., 4 refs. 


The author analyses a follow-up study of 547 children 
observed for 10 years after the onset of rheumatic fever, 
At the end of the 10-year period over 90% of the group 
had been located. At the end of the initial attack 41% 
gave no evidence of heart disease; of these over 76 still 
showed no evidence of heart disease at the end of 10 
years, while only 5% had died of rheumatic infection or 
bacterial endocarditis. Of those children with rheumatic 
heart disease in the initial attack, over 40% had died by 
the end of 10 years of rheumatic infection or bacterial 
endocarditis, while in just under 10% the signs of cardiac 
involvement had disappeared. The results agree closely 
with the larger group reported earlier by Jones and Bland 
R. T. Grant 


1319. Modern Treatment of the Bites and Stings of 
Small Desert Animals 

W. Mrnear, M. L. Kent, H. L. STAHNKE, J. N. RONEy, 
W. H. Woopin, and G. B. KELLEY. Arizona Medicine 
[Ariz. Med.] 5, 54-61, July, 1948. 


This paper consists of the case history of a child who 
was stung on the ankle and an inquiry as to the correct 
procedure to be adopted in such circumstances. The 
authors state their various views on the identity of the 
causative organism and the necessary treatment... All 
are agreed that the lesion was due to the scorpion Ceniru- 
roides sculpturatus. As a first-aid measure it is recom- 
mended that the injured area be surrounded by an ice- 
pack in order to retard the absorption of toxin. In the 
case of snake-bite the use of a tourniquet, an incision over 
the bite, and the application of suction, together with the 
administration of appropriate antivenene, are advocated. 
Antivenene is available for the bites of snakes, scorpions, 
and black widow spiders. Geoffrey McComas 


1320. The Aetiology of Alimentary-toxic Agranulocytosis 
(Septic Sore Throat). (O6 stHonoruu anuMmenTapHo- 
TOKCHYeCKOH (CenTHYeCKOH AaHrHHbl)) 
Y. I. Rupinstein and L. S. Lyass. Turnena 
Canutapua [Gigiena] No. 7, 33-38, July, 1948. 


Preliminary experiments on cats, guinea-pigs, and 
rabbits showed that a fungus, Fusarium sporotrichioides, 
isolated from the toxic millet grain stored over winter, 
formed myelo-toxic substances when grown again on 
millet grain. In further experiments on 2 adult female 
monkeys (Macaca spp.), which were given for 70 and 33 
days food to which infected millet grain was added, a 
total consumption of 60 and 40 g. of millet grain infected 
by F. sporotrichioides cultures caused fatal illness. The 
clinical picture of the disease, haematological data, and 
necropsy findings are described in detail. The condition 
was diagnosed as an alimentary-toxic agranulocytosis; 
the unknown biological factor, responsible for the onsel 
of the disease characterized by a profound disturbance 
of haematopoiesis, is named by the author “ the myco 
myelo-toxic factor ’”’. H. P. Fox 
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History of Medicine 


1321. Transport and the Doctor in Great Britain 
Bulletin of the History of Medicine {Bull. 


Hist. Med.] 22, 427-440, July-Aug., 1948. 6 figs. 


Among the many aspects of medical practice which 
have attracted the attention of historians, the question of 
transport has not held a prominent place. The present 
contribution is therefore all the more interesting, dealing 
as it does with the various means whereby the medical 
practitioner is enabled to visit his patients at a distance. 
Until the seventeenth century busy physicians made their 
rounds on horseback or mule-back, and often they rode 
sideways, like ladies, the back of the horse being covered 
with a “* foot-cloth ’’, a mark of dignity or estate, often 
richly ornamented. William Harvey himself rode to St. 
Bartholomew’s Hospital, “‘ very decent ’’, as Abbey tells 
us, “ his serving man following behind ’’. Coaches were 
known in England about 1580, but at first were owned 
only by the nobility and persons of wealth. There was 
considerable opposition to their use, not only on account 
of the danger but also because of the noise they caused. 
Among those who invented various forms of coach were 
Dr. Croone, whose name is perpetuated in the Croonian 
Lectures; Dr. Peter Chamberlain, (1601-83), a mem- 
ber of the family well known in connexion with the 
introduction of obstetrical forceps; and Sir William Petty, 
who made experiments with what he called “ land- 
carriages’. In the time of Queen Anne the physician’s 
carriage became more ostentatious and magnificent. 
Radcliffe and Mead had as many as six horses to their 


_ coaches, and they kept footmen in gorgeous liveries. 


The number of horses was not merely a sign of prosperity ; 


it was necessary in those days of bad roads and deep mud. | 


The famous Dr. John Coakley Lettsom almost lived in 
his coach, and despite the jostling contrived to do much 
of his writing during his rounds. Dr. Lever of Guy’s 
Hospital had a large red carriage, known as “ Lever’s 
fire engine *’, while another Guy’s physician, or rather 
obstetrician, favoured a large yellow chariot. Sedan 
chairs, introduced about the middle of the seventeenth 
century, remained a popular means of transport until the 
nineteenth, when Professor James Hamilton of. Edin- 
burgh, who died in 1839, was said to have been the last to 
use this mode of transport. 

Few changes have affected the medical practitioner 
more profoundly than-the introduction of the motor-car, 
which appeared in the late ’nineties. One of the first 
surgeons in London to drive his own car, about 1905, 
was C. B. Lockwood. Another well-known surgeon, 
Sir Henry Thompson, contributed a paper on “* Motor- 
cars and Health” to the ‘“* Motoring” volume of the 
Badminton Library. He alleged that the jolting pro- 
moted intestinal peristalsis but favoured stiffness and 
cramp, and he advised alighting for a smart run of two or 
three hundred yards at the end of a drive of twenty miles. 

It was only natural that, in its turn, aviation should be 


applied to medicine, and that the aeroplane should carry 
the doctor on his distant visits, thus fulfilling the prophecy 
of Dr. Erasmus Darwin, who wrote in 1789-91: 


“* Soon shall thy arm, unconquered steam, afar 
Drag the slow barge, or urge the rapid car; 
Or on wide waving wings expanded bear 
The flying chariot through the realms of air.”’ 


[Six illustrations enhance the value of this interesting 
paper.] Douglas Guthrie 


1322. The Kyesteine Pellicle. An Early Biological 
Test for Pregnancy 
M. MarsHALL. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 22, 178-195, March-April, 1948. 
26 refs. 


Certain peculiarities of the urine of pregnancy were 
observed by Hippocrates and Avicenna and recorded in 
1486 by Savonarola, but it was not until 1831 that any 
attempt was made to describe them fully and to utilize 
them in practical diagnosis. In that year Jacques Louis 
Nauche reported to the Société de Médecine Pratique of 
Paris the presence of a substance in the urine of pregnant 
women which, if the urine were allowed to stand, would 
collect on the surface as a film or pellicle, of a pearly 
white colour, resembling fat on the surface of cold broth. 
He called this film “‘ kyesteine ’’, based on a Greek word 
meaning conception. In ‘1839 Tanchon published in the 
Lancette Frangais the results of his tests of Nauche’s 
findings and aroused considerable interest in kyesteine 
throughout Europe and America. Guy’s Hospital 
Reports (1840, 5, 15) contained an account of a thorough 
investigation by Bird, who found the test 100% accurate 
in a series of 30 cases. He suggested that the pellicle was 
formed from caseous elements in the urine, but rejected 
the term kyesteine, since the substance it described was 
not a new principle. In 1841 Becquerel tried to discount 
the claims of Nauche and Bird on the negative results in 
3cases. This was more than offset by the classic thesis of 
Elisha Kane (Amer. J. med. Sci., 1842, n.s., 4,13). Kane 
examined the urine of 85 pregnant women and of 94 
nursing mothers with results which gave overwhelming 
support to Nauche and Bird. He also found that the 
pellicle appeared during any interruption of nursing. 
Golding, in a comprehensive account of the signs of 
pregnancy (Brit. Rec. Obstet. Med. Surg., Manchester, 
1848, 1, 22), stated that “‘ the kyesteine pellicle is the only 
certain test of pregnancy before the foetal heart can be 
heard’’. This marked the zenith of popularity of the test. 
In 1846, Zimmerman (Wschr. ges. Heilk., 1846, 12, 347) 
reported that microscopical investigation showed that 
kyesteine was not composed of caseous elements, but was 
due to the union of bacteria (vibriones) with triple phos- 
phates, amorphous phosphates of lime, and urates of 
ammonia. Since these substances were not peculiar to 
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the pregnant state the pellicle could have no value as a 
sign of pregnancy. This dogmatic assertion, which led 
to the decline of interest in the pellicle, failed to explain 
the abnormal multiplication of the constituents in the 
urine examined. Light is thrown on this point by Tatta 
in a paper on the influence of the hormones of pregnancy 
on the growth of bacteria (Riv. ital. Ginec., 1934, 17, 347). 
Aschheim, in finally repudiating the test, seemed anxious 
to enhance the value of his own procedure by doing less 
than justice to his predecessors, who surely held a great 
scientific truth within their grasp. 

[Even earlier pregnancy tests by examination of the 
urine are described in a paper by H. P. Bayon: ‘“‘ Ancient 
pregnancy tests in the light of contemporary knowledge ”’, 
Proc. R. Soc. Med., 1939, 32, 1527.] 

F. N. L. Poynter 


- 


1323. Peasant Remedies from the Greek Islands 
A. R. Mitts. Bulletin of the History. of Medicine [Bull. 
Hist. Med.] 22, 441-450, July—Aug., 1948. 


The literature of folk medicine is always worthy of 
study, and the author of this contribution to it has made 
very good use of his spare moments during his military 
service amid the islands of the Aegean. The practitioners 
of domestic medicine are usually reluctant to divulge their 
secrets; nevertheless the author, by his friendly approach, 
was able to glean much information from the herbalists 
and bone-setters of the islands. He gives his results in 
the form of a glossary, beginning with abortion, for which 
parsley water is used, and ending with wounds, which are 
sensibly treated by washing with soap and water and 
applying dressings of onion, mastika, or cherry leaves 
boiled in wine. Fractures are reduced, and immobilized 
in splints for 40 days. Tar pills are recommended for 
tuberculosis; mastika is applied to burns. About 60 
diseases or injuries are catalogued and, although no 
attempt is made to explain the working of the remedy or 
to compare the methods with those of present-day 
medicine, enough is said to indicate that further research 
into the field of folk medicine may yield an interesting 
and, perhaps, a useful harvest. Douglas Guthrie 


MEDICAL BIOGRAPHY . 


1324. A Medical Soldier of Fortune 
H. FRIEDENWALD. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 22, 416-426, July—Aug., 1948. 


This paper gives an account of the career and writings 
of Dr. Moschzisker, one of the pioneers of ophthalmology 
in Baltimore. He came to Baltimore about 1852, and 
continued to practise there until his death in 1880. But 
before that period he had already acquired a reputation 
for his wide and varied learning. Of his early life little 
is known, save that he was born in Galicia; obtained a 
commission in the Austrian Army after graduating from 
the Cabetlen School of Vienna; was captured as a 


prisoner of war in 1848; escaped to England, where he 
was “* professor of Modern Languages at King’s College, 
London ”’; returned to complete his studies in Germany ; 
and eventually reached the United States, where he won 


HISTORY OF MEDICINE 


success as an oculist and aurist. 
Literature (2 vols.) was published in London in 1850. 
In the following year there appeared his Guide to the 
German Language, which won the commendation of 
Thomas Carlyle. Among his other works, reviewed in 
the present paper, were Spectacles, Why and When to use 
them (Baltimore, 1856), A Guide to the Diseases of the 
Eye (Baltimore, 1856), The Ear, its Diseases and their 
Treatment (Philadelphia, 1864), and a curious little work, 
part prose, part verse, entitled Medici Nugae (Phila- 
delphia, 1879)—a satire dealing with the medicine of his 
time. This “ soldier of fortune ’’ was a genius in many 
ways. Douglas Guthrie 


1325. Martin Shein, a Learned Russian Doctor. (Maprtiin 
neKapb) 

B. N. PaLkin. Xupyprus [Khirurgiya] No. 6, 3-10, 
1948. 


Martin Shein (1712-62) started his career as a drawing 
master in St. Petersburg with an inclination to surgery. 
He studied anatomy and surgery, and while still un- 
qualified began the preparation of the first Russian atlas 
of anatomy, which appeared 5 years later in 1744. He 
received his doctorate in 1745 and continued to work at 
the Admiralty Hospital, St. Petersburg, until his death. 
He was a skilled translator of foreign works into Russian, 
his two chief translations being of Heister’s “* Anatomy ” 
and Platner’s “‘ Surgery”. As a pioneer in this field, he 
was obliged to create Russian terms for anatomical 
structures and medical and surgical conditions hitherto 
known only by their Latin names. Some of his in- 
ventions, such as the Russian terms for hernia, fracture, 
and parotid gland, are still in use. Others have been 
abandoned for Latin derivatives. S. S. B. Gilder 


1326. John Lydgate: A Mirror of Medieval Medicine 
C. F. Muttetr. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 22, 403-415, July-Aug., 1948. 


The history of medicine is often reflected in the works 
of the poets. The teaching of the School of Salerno was 
described in that long poem, “*‘ The Regimen ”’, to which 
successive generations of commentators added their own 
verses. Again, one of the most familiar pictures of the 


' medieval physician is Chaucer’s Doctor of Physick. 


John Lydgate (1370?-1451?), the ‘‘ churlish monk of 
Bury ”’, was a personal friend and admirer of Chaucer, 


and, although his work lacks the genius of that master, it — 


holds a high place in the opinion of competent critics. 
His writings are voluminous and diverse, but from a 
medical standpoint the most interesting are his Secretes 
of Old Philosoffres (Secreta Secretorum), which contains 
much advice concerning health, and especially diet; and 
his translation of The Dance of Death, which was 
originally inspired by that devastating epidemic, the 
Black Death. The quotations given by the present 
author will doubtless prompt some readers to investigate 
for themselves this source of information regarding 
medieval medicine. Such a task is simplified by the 
edition of John Lydgate’s works published by the 
Early English Text Society. Douglas Guthrie 


His Guide to German . 


